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A ine steroid was isolated from the adrenal 
cortex by Kendall and co-workers in 1935.' Its chemi- 
cal fornia, 17-hydroxy-11-dehydrocorticosterone, was 
determined by them in 1938.? Prior to stead gph 
the hormone, known as Kendall's nd E., 
available for research that only a few tacts 2— 
its physiologie activity were established. Its use in 
rats subjected to adrenalectomy improved muscle 
activity, as measured by the muscle-work test and 


growt 
retarded and weight loss was induced. & definite influ- 
ence on carbohydrate metabolism was established: 
administration to partially rats intensi- 
fied the diabetic state *; administration to normal rats 


lycemia and — In 
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material 
vide the small amounts of compound E necessary 
— 2 evaluations. More recently com- 
acetate (cortisone acetate). The product is still 
extremely scarce, but its physiologic activities are now 
being investigated at several research centers. 
Application of the Drug to Rheumatoid Arthritis.— 
clinical course of rheumatoid arthritis is not always 
one of relentless progression. The disease is capable 
of spontaneous reversibility, and not infrequently the 
course is int ed by periods of partial or complete 
remission ; e remissions may last for months or 
years, and spontaneous permanent inactivations are not 
rare. Moreover, certain procedures, such as injections 
of typhoid vaccine, starvation or a surgical operation, 
may sometimes induce temporary amelioration. Two 
conditions, and jaundice from biliary 
obstruction or hepatitis. ““ are potent antagonists of 
rheumatoid arthritis. Neither state is known to influ- 


yet the intercurrence of 
patients with rheumatoid arthritis produces temporary 
remission, partial or complete, in a high percentage of 
instances. Because these facts do not harmonize with 
the unproved bacterial theory of the causation of rheu- 
matoid arthritis, Hench" speculated that some 
biochemical disturbance might be at fault in the patho- 
genesis. He conjectured that a bisexual hormone, pos- 
sibly an adrenocortical hormone, 324 
the curious antirheumatic effect of pregnanc 
and other states. In September 1948 a Hench, Kendall 
Slocumb and Polley '’” administered — E to 
a patient with severe rheumatoid arthritis: rapid and 
striking improvement in the clinical manifestations of 
the disease resulted. 

Observations of Hench, Kendall, Slocumb and Polley. 
—These investigators recently reported the effects of 

E or its acetate on 14 patients with severe, 

or moderately severe, rheumatoid arthritis. The dura- 
tion of the disease was from four and one-half months 
to five years, and the erythrocyte sedimentation rates 
ranged from 108 to 62 mm. in one hour ( Westergren 
method). Prompt and striking improvement in the 
musculoskeletal, constitutional and laboratory manifes- 
tations of the disease resulted in each case. _ Within a 
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increased physiologic resistance to stress, cold and cer- — 
ence favorably the course of proved bacterial infection, 

produced transient hyperg 

3 human subjects with 

and diabetes mellitus, the diabetes was augmented when 

compound E was given in daily doses of 8 to 20 mg.“ 

It was not until 1946, after more than two years of 

intensive research had been completed in cooperatiqn 

with Kendall and his staff at the Mayo Clinic, that 

compound E, now known as cortisone, was finally syn- 

thesized by Sarett in the Merck research laboratories 

from a bile acid (desoxycholic acid). Continued 

cooperation between Kendall and Merck scientists 

resulted in improvements in the synthesis, but not until 

* Subject with Naoms Disease, Am. J. Med. @: 175-185 (Feb.) 
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rupted exacerbations of 4 disease promptly ensued. 
administration of cortisone in tient 
in | poles re 


days; urinary excretions of 17-ketosteroids were 
reduced were 
increased ; counts and hemoglobin 

improved; the s examined in 1 


EFFECTS OF CORTISONE IN SEVERE 
RHEUMATOID ARTHRITIS 


Each of the 5 patients with severe rheumatoid arth- 
ritis had involvement of multiple peripheral joints and 

duration of the disease varied from four to fifteen 
Personal communication to the authors. 
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Mots 


of cortisone were (in order of cases): 74, 128, 70, 97 
and 80 mm. in one hour (Westergren method ). 
Cortisone acetate was administered to each patient 
suided ty the’ In regard to the dose we were 
ided by the experience of Hench, Kendall, Slocumb 
and Polley. Four of the 5 patients received an initial 


dose of mg. on the first day 
and 100 mg. daily thereafter for seven days. One 
patient (case 3 200 mg. on the first and 


REPORT OF CASES 
Case 1l—dHistory and Course Prior to Administration of 
Cortisonc.— M. I. a man aged 53, had severe rheumatoid arthri- 


[ett 


11 


g 
11 
77 
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few days there was decided lessening of the muscular 

and articular stiffness, with less articular aching, 

tenderness and pain on motion, and significant improve- 

ment in function of muscles and joints. The favor- 

able effects often began within a — hours aſter the 

first injection of cortisone and were pronounced within 

a few days. Articular swellings usually diminished, 

ſairly rapidly and completely in some cases but tardily 

and incompletely in others. Constitutional symptoms 

subsided rapidly, often with increase in appetite, cor- se ays and 1UU mg. daily Aker för six days; 

responding gain in weight and strength, loss of toxic“ this patient had coexisting diabetes mellitus, and it was 

feeling and the development of a strong sense of well- considered inadvisable to risk an initial dose of 300 mg. 

heing. Controls —To provide adequate controls, daily intra- 
In 9 of the 14 patients compound E or its acetate muscular injections of a control substance candies of 

was given for short periods ranging from eight to sixty. 4 fine suspension of cholesterol, identical in appear- 

one days. In 8 of these 9 patients the symptoms and ance to the suspension of cortisone, were given for two 

signs began to return within two to four days after days prior to and five days after actual administration 

the discontinuance of endocrine 116 the return of cortisone. Improvement started after the administra- 

progressed slowly in 6 but rapidly in 2. One patient tion of cortisone and regression set in after withdrawal 

retained most of the improvement five months after of the agent; the control substances, given without 

cessation of treatment with the preparation.’ Five of the patients’ knowledge, did not influence the course 

the 14 patients received the compound either continu- of disease. Analgesics and other medicaments were 

ously or intermittently for prolonged periods of two withheld during the periods when cortisone and the 

to four months. During administration of the drug control substance were given. 

they were almost, but not entirely, free of symptoms, 

, hut during periods when its administration was inter- 6 
by mild acne and hirsutism, rounding of the facial con- The first musculoskeletal symptoms dated to 1939, and for the 
tour, amenorrhea and mental depression ; these were first three years the articular manifestations were episodic in 1 
reversible features which disappeared when the admin- 194 
istration of cortisone was discontinued.“ 

In each of the 14 cases the 1 sedimenta- 
tion rate diminished notably, the fall in rate beginning 
usually within three to nine days after the first admin- 
istration of compound E. Except in 3 cases, the rates 
returned to normal within ten to thirty-five days. Other 
corrective influences in initially abnormal laboratory 
determinations were noted also: increased serum 
globulin levels and lowered albumin-globulin ratios, 
when present, tended to become normal within a few 
case use cortisone, _ 
tologic evidence of healing. 
Our Investigation —The effects of administration of 
cortisone were observed by us in 8 patients with 
rheumatoid arthritis.“ The patients were studied in 
two groups: () 5 patients with severe and decidedly 
active disease, and (b) 3 patients with less severe rheu- 
matoid arthritis (2 with moderate and 1 with mild partially. 
disease). For the sake of simplicity of presentation, the Examination of the peripheral joints prior to EE 
two groups will be discussed separately. istration of cortisone revealed moderate to severe tenderness, 
swelling, limitation of motion and pain on forced motion of 
both hands, both wrists and both elbows. Interosscuus atrophy 
of the muscles of the hands was moderate in degree. The 
metatarsophalangeal joints of both feet were decidedly swollen 
and tender. The right ankle was severely swollen, tender and 
painful on motion; similar but less pronounced conditions were 
present in the left ankle. The right hip and both shoulders 
were moderately restricted on motion and painful on attempted 
forced motion. There was a rheumatoid nodule measuring 
One of we (Dr. Boland) was among the fve physicians invited to the 4, em. on 2828 of the and 
observe —— olecranon was present. erythrocyte sedi- 
Merch & Ce, Inc., Dr James Carlisle, us by mentation rate was 74 mm. in one hour. 
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x 
and only moderate in degree. Forty-eight hours after the initial 


77 
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glycosuria was noted twenty-four hours after the initial injec- 
tion of 200 mg. of cortisone. Thereafter 30 to 80 units of 
insulin were required daily to control the diabetes. Three 
days after withdrawal of the endocrine substance the insulin 


Course After Withdrawal of Cortisone.—Retrogression 
the withdrawal of cortisone was slow, and although 


Cast 4.—History and Course Prior to Administration of 
Cortisone —A. H. a man aged 52, had suffered from rheumatoid 


shuffling gait, after i on or 
it was necessary for him to rest before proceeding farther. Con- and then cried out with With great effort she could 
stitutional reaction was with anorexia, weight loss slowly get out of bed, moving her legs over the side with 
of 20 pounds (9.1 Kg.) in the preceding year, weakness and her hands and arms. She was unable to lift the bed covers 
easy fatigability with her hands and maneuvered them with her forearms. Dis- 
tion of the musculoskeletal system before the admin- ability of fingers prevented her from turning a radio dial, 
istration of cortisone revealed severe swelling moderate cutting meat or buttoning clothes; toothpaste was squeezed from 
tenderness, pain and limitation of motion of the elbows, wrists, the tube by pressure with the forearm. It was impossible for 
knees, ankles, metaca her to brush her hair or teeth or to wash herself until late 


sternoclavicular joint was swollen and tender. Advanced muscle to severe swelling, tenderness and limitation of motion of the 
atrophy, particularly of the interosseous, shoulder girdle and = wrists, elbows, shoulders, ankles, knees, metacarpophalangeal and 
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pace. By the fourth day 75 per cent of the stiffness had dis- 
appeared and the range of motion in the fingers, wrists and 
J elbows was greater. For the first time in several weeks he 
strength improved. Mental depression, which was pronounced was able to comb the back of his hair, make a fairly tight fist, 
beforehand, disappeared. The patient became jovial and witty, scratch his ears, put his socks on and button his pajamas. On 
but true euphoria did not develop. Joint movement and functional the fifth day he awakened with an urge to exercise and accord- 
capacity improved moderately within the eight days, but not ingly walked up and down the corridor a number of times. 
to the degree noted in the other 4 cases. His appetite was visiting various patients en route. He could sit down on, and 
good but not ravenous. Joint tenderness decreased moderately, arise from, chairs with ease and could slowly and cautiously 
i a climb a flight of stairs. He had a new zest for living and 
began to make plans for the future. Appetite was augmented 
and extra food was requested between meals; a weight gain 
of 12% pounds (5.7 Kg.) was recorded during the eight day 
period of cortisone administration. Back and neck discomfort 
eight day period. disappeared almost entirely, cervical motion was notably 
Although the patient was on EE „creed and chest expansion increased 4% inch (1.27 em.) 
Reductions in joint swellings were definite but not pronounced ; 
in general, articular swellings were reduced about 30 per cent. 
At the end of eight days the sedimentation rate had fallen from 
97 to 56 mm. in one hour. 
requirement of the patient reverted to 10 units daily. Course Following Withdrawal of Cortisone.—A gradual return 
of aching and stiffness began forty-eight hours after cessation 
of administration of cortisone, and thereafter analgesics were 
requested. Joint tenderness, swelling and restriction of motion. 
together with muscle weakness, returned slowly over a period of 
four weeks. At the end of this period most of the gain in func- 
tional capacity had been lost. Two months after withdrawal oi 
in one hour. the drug the articular manifestations were almost identical to 
those noted prior to the administration of cortisone, although the 
that his energy and’ mental outlook remaine 
arthritis for fifteen years. From 1947 to 1948 the clinical course improved. 
had been punctuated with partial remissions and exacerbations. Case 5.—History and Course Prior to Administration of 
For more than one year, however, he had been almost totally Cortisone.—M. S., a woman aged 49, had severe peripheral rheu- 
incapacitated because of severe involvement of multiple periph- matoid arthritis of eleven years’ duration. The disease began V 1 
eral joints and the entire spine. For eight weeks prior to the insidiously in 1936 and, except for some improvement following 1948 
administration of cortisone he had been unable to dress himself gold salt therapy in 1942 and 1943, progression had been steady. 
and was bedfast except for bathroom privileges. He was unable For six months prior to the administration of cortisone disability 
to put on his socks or button his pajamas and was barely able was extreme; pain, weakness and fatigability were intense and 
to feed himself. Late in the afternoon he managed to shave joint function had decreased rapidly. The patient could walk 
with an electric razor, but it was impossible for him to comb for short distances but did so in a stooped position and with 
the hack of his hair and both hands were needed to brush an awkward gait, dragging her feet and clutching various objects 
his teeth. He took at least fifteen minutes to get out of bed for support as she went along; agonizing pain accompanied cach 
in the morning, and even late in the day he needed assistance step. To arise from a sitting position was a laborious feat 
in getting on and off a toilet seat. He walked with a painful which she accomplished by rocking from one side to the other. 
joints bilaterally and the proximal interphalangeal joints | the . great incapacity and appreciable activity oi 
fingers. Motion was restricted decidedly in both shoulders and the disease, she was only mildly depressed mentally, had a 
moderately in both hips. The temporomandibular joints were fairly good appetite and had not lost weight. R 
tender, painful on motion and moderately restricted. The right Examination of the musculoskeletal system revealed moderate 
spine revealed typical signs of rheumatoid spondylitis with phalangeal joints of the fingers. The left temporomandibular 
pronounced restriction of motion of the lumbar, dorsal and joint was tender and painful on forced motion, and the leit 
cervical segments and limitation of chest expansion to 1 inch sternoclavicular joint was moderately swollen. Flexion deform- 
(2.5 m). Roentgenograms of the spine revealed partial ankylo- ity was present in both knees, 15 degrees on the left and 20 
sis of both sacroiliac joints and moderate paraspinal ligamentous degrees on the right. There was decided atrophy of the shoulder 
calcification in the lower dorsal and upper lumbar regions. The girdle and quadriceps muscles and moderate atrophy of the inter- 
erythrocyte sedimentation rate was 97 mm. in one hour, and osseous muscles of the hands. The erythrocyte sedimentation 
the erythrocyte count was 4,040,000 cells per cubic millimeter rate was 80 mm. in one hour and the erythrocyte count was 
with 10 Gm. of hemoglobin. 4,140,000 cells per cubic millimeter with 11 Gm. of hemoglobin. 
Course with Administration of Cortisone.—Improvement was Course with Administration of Cortisone—Improvement with 
gradual and progressive. After thirty-six hours, rest pain dis- the use of cortisone was rapid and dramatic. Six hours after the 
appeared almost entirely, and stiffness and mental depression patient received the initial injection of 300 mg. of cortisone, a 
hegan to subside. After three days joint pain on weight-bearing visitor with whom she was playing cards remarked how much 
and motion decreased, and articular function and muscle better she was holding and handling the cards. With surprise 
strength were decidedly improved; he walked a distance of she found that her fingers moved freely and relatively painlessly, 
300 feet (90 meters) and with a longer stride and more rapid that she could turn the radio dial and pull the bed covers up 


hands. That evening she swung her legs over the side 
slippers without aid, stood almost straight 


500,000 cells per cubic millimeter during the eight day period. 
Course Following Withdrawal of Cortisone—Improvement 
maintained until two days after the withdrawal of cortisone, 
when pain, stiffness, tenderness and limitation of motion began 
to return. was gradual over a period of approxi- 
mately one month, at the end of which time the objective and 


SUMMARY OF CLINICAL EFFECTS OF CORTISONE 
IN SEVERE RHEUMATOID ARTHRITIS 


The immediate result from short term administra- 


Effects on the Musculoskeletal System.—The mus- 
symptoms began to subside rapidly with 

the administration of cortisone. In 3 cases the improve- 
ment was striking, beginning within six hours after 
the initial injection in 1 case and within twenty-four 
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hours in 2. Improvement more slowly and 
less 8 One patient. 
who been eee 


t were lessening of joint on 
improve and decreased of 
the joints. Reductions in articular swellings were 
slower in appearing. Although swellings and effusions 
were reduced greatly in 3 cases, they did not recede 
entirely during the eight day of administration of 
cortisone. A rapid return of muscle — 2 and Bw 
function, despite advanced muscle 1— 
ously restricted joint motion, was rema be. , of 
the 5 patients had quadri atrophy ; yet, 
~ one week of cortisone administration they walked, 
got on and off chairs and climbed stairs with ease. 

The over-all subjective and objective improvement 
was progressive and was greater with each successive 
day of cortisone administration, but apparent sudden 
increases in functional — surprised both the 
patient and the observers. For example, because of 
pain on weight-bearing, patient 4 had restricted his 
walking to the distance between the bed and the toilet. 
On the fifth day of administration of cortisone he 
awakened with the urge to walk and proceeded to walk 
up and down the hospital corridors several times. Before 
receiving the drug, another patient (case 2) was so dis- 


an 4 
„„ 


case 5). a of hands of the patient after cight days 
of "administration Joint 
particularly in the 
— 1 — 


abled that she could not get on or off the bed pan with- 
out aid from an attendant. her improvement 
had progressed rapidly. she remained cautious about 

new adventures yet on the seventh day 
she literally danced a jig to the amazement of a group 
of observers. Although 3 of the 5 patients showed 


extremely remarkable improvement, they were by na 


Votume 141 
5 
with her 
of the 
fort in the knees. She was able to turn doorknobs with her 
hands and arise from a chair with little difficulty. She could : K : 
easily accomplish many acts which were exceedingly difficult WSS Was OU 
a few hours previously. Progress continued, and twenty-four with ease and to walk freely about the room in the : 
hours after the initial injection of the drug she estimated that evening of the same day. Another, who had been 
unable to bring her hands to her mouth or to handle . 
— a) caing implements, was able to feed herself twenty-four 
1 > | | hours after the initial injection. 
The first symptoms to subside were muscular and 
3 f | > | articular stiffness and rest pain. Within twenty-four 
. | » § | to forty-eight hours the patients had no further desire 
* 
| | 
* 
Fig. 1. (case S. Appearance of patient's hands before the administra- 
tion of cortisone; note swellings of the wrists, metacarpophalangeal and 
proximal interphalangeal joints. 
d 75 per cent of rest pain and stiffness were gone. She was able 
to brush her hair, wash the back of her neck, squeeze the tooth- 
paste tube with her fingers, pick up fine objects from the floor 
and dress herself. Euphoria was pronounced, and she chatted 
almost incessantly about her achievements, gesticulating freely 
as she talked. Weakness and fatigue lessened remarkably and 
mild insomnia developed. Swelling, tenderness and range of — — — 
motion in the joints improved notably by the fourth day ; tender- | 28 ‘ 
ness and swelling of the joints were reduced approximately 50 — | . 
per cent (figs. 1 and 2). Flexion deformities of the knees. 4 4 
decreased from 15 to 5 degrees on the left, and from 20 to 10 1 F. 
degrees on the right. Improvement continued throughout the a. f : . 4 
course of administration, with daily gains in functional accomp- | =» FF 155 
lishments. Appetite was improved, and a weight gain averaging | > | 
% pound (0.11 Kg.) a day was recorded. The erythrocyte a et Rr 
sedimentation rate decreased from 80 to 59 mm. in one hour * * 1 * 
(Westergren method), and the erythrocyte count increased | Px f | <4 
subjective manifestations had returned almost to their original 3 
states and the erythrocyte sedimentation rate had increased to | * 
77 mm. in one hour. , 
tion of large doses of cortisone in the 5 cases of severe 
rheumatoid arthritis was decidedly pronounced improve- 
ment in 3, pronounced improvement in | and moderate 
improvement in 1 (table). 


means entirely free of subjective and objective musculo- 
skeletal manifestations at any time the short 
term study. Swelling and tenderness of joints, restric- 
tions of motion and pain on forced motion, although 
greatly lessened, were still present. Rest pain com- 
pletely di in 3 patients, but some degree of 
stiffness of joints and muscles persisted in all, especially 
in the early morning. 

Effects on Constitutional & 114 rapid 


the outstanding 


before receiving corti 
istic as to their futures. Within 
— hours after administration 
of cortisone was each patient became cheerful 
and istic. In 3 patients frank developed, 
and a psychiatric consultant considered 1 patient 
“almost hypomanic.” This mental stimulation was 
sufficient to produce mild insomnia in 4 cases, but, 
despite the lack of sleep, fatigue did not result. To us 
the mental stimulation appeared to be greater than 
would be expected on the basis of relief from pain 
alone. Decided increases in general strength and endur- 


and 4 of 5 were 
twenty-four to 
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bets Mists 


gradually, over periods of three to six weeks, the over- 
all disability had returned to the precortisone level. 
Erythrocyte sedimentation rates rose more slowly, but 
within two months they had returned close to their 
original values (table). 

The fifth patient (case 2), whose disease was the 
severest and most active, has retained, two months after 


van 


as to the safety of —— 
preparation, especially in large doses. 
SUMMARY OF LABORATORY EFFECTS OF CORTISONE 
Erythrocyte Sedimentation Rates.—Sedimentation 
rates decreased significantly in each of the 5 cases; 
decreases varied from 15 to 75 mm. within eight days 
(table). The degree of clinical improvement was not 
necessarily reflected by the reduction in sedimentation 
rate. In fact, 2 of the 3 patients (cases 1 and 5) who 


Summary of Effects of Cortisone Acetate in Severe Rheumatoid Arthritis 


— 
(linteal Effects with and Following Administration Ay yy 
of Cortisone 0 Westergren Method) 
— — 
Oneet of of Degree of 2 Mo. 
— of Relapse Improvement After 
(Hours After Rate Height ( Rate Maintained Improve. Cortisone 
Initial of of After With. of 2 Mo. After Before ment With. 
Case Sex Injection) Improvement (sth Day) drawal) Relapse Withdrawal Cortisone (sth Day) drawal 
1 M w Rapid Decidedly 8 Rapid None ri} ci) 79 
pronounced (worse) 
2 F a Rapid Decidedly See text See text 7 128 aa “a 
pronounced 
4 M 72 Relatively Moderate * Slow None 70 1 70 
‘4 M Fairly rapid Pronounced as Relatively None * 78 
* 6 as None ** 77 
* Rapid Decidedly Relatively 


ance were noted by all. One patient (case 2) who had a 
daily fever (100.6 to 102 .) became afebrile on the 
second day of administration of cortisone and remained 
so until two days after administration of the 

was st Within twenty-four to -two hours 


showed sign t gains in weight, varying 
rom 24 to ponds (1 87 Ke.) daring prod 
diabetic diet and 
his relish for fain 

Course * Discontinuance of Co — After 
withdrawal of cortisone, the clinical manifestations 
returned to approximately their original severities in 
4 of the 5 patients: rapidly in 1, and slowly in 3. In 
1 patient (case 1) improvement began to to wane within 


thirty-six hours, and there was an acute exacerbation 
followed with severe pain, swelling, redness and limi- 
tation of motion in several joints: within one week the 
articular observations and the mental depression were 
worse and the sedimentation rate was slightly higher 
than before cortisone was begun. In the other 3 
patients increases in rest pain, stiffness, joint swelling 


displayed the greatest clinical improvement had the 
smallest reductions in sedimentation rates. 
1 Count and Hemoglobin Determinations. 
anemia, a factor in all 5 cases, was 
wild’ te moderate in 1 and severe in 1. 
daily removal of 30 cc. of blood for laboratory tests, 
the anemia was significantly improved during the eight 
day period of administration of cortisone in 3 cases. In 
390,000 to 930,000 cells per cubic millimeter, and the 
hemoglobin increases ranged from 0.9 to 2.4 Gm. 
Electrocardiograms.—Electrocardiograms taken before 
and at the termination of —ů — cortisone 
failed to show significant changes ex a slowing 
of the heart rate, which ranged from 1 oat bone aoe 
In 1 patient who was febrile 


minute in 4 patients. 

before and afebrile during administration of the 

the decrease was 58 beats per minute. Hench and col- 
leagues noticed a similar heart-slowing effect from cor- 
tisone in cases of rheumatic fever.“ 
Electroencephalograms.—Because of the notable 


14. Ba A. R.; 


— Mayo Cha. 27.297 (May 25) 188. 


of her maximal improvement. 

. Toxic reactions were not noted 
improvements noted. Each patient was mentally administration of cortisone to 
| ents m tus series. However, 

E 
* Administered in large doses name days. 
definite increases in appetite occurred. The appetites | 
hecame ravenous in 3 patients, and extra quantities of | 
food had to be for them. Four of the 5 


patient there was no significant change; in the other 
the tolerance was slightly ‘ 
Patient 3 had coex 


the endocrine preparation 
requirement dropped to the precortisone amount of 10 
units. Experience in this case indicates that cortisone 
should be given with extreme caution to patients with 
diabetes mellitus. Fortunately, the association of rheu- 
matoid arthritis and diabetes is uncommon. 

In a separate — certain special laboratory and 
metabolic studies will be presented. 
EFFECTS OF SMALLER DOSES OF CORTISONE 

ON MILD AND MODERATE RHEUMATOID 
ARTHRITIS 


A Hench, Kendall, Slocumb and Polley found 
that doses of 25 to 50 mg. of cortisone were inadequate 


425 


ere promising. 
wo patients with moderate and 1 patient with mild 
definite rheumatoid arthritis were gi 
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developed. On the third day stiffness and rest pain began to 
fifth day significant reductions in joint 


Cortisone was given in doses of 30 mg. daily for fifteen days. 
subjective and objective manifestations subsided by the 


115 


for approximately three years. 
administration of cortisone the s 


5 
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oe * Na tenderness and swelling were apparent. Improvement con 
after the administration of cortisone in cases 4 
In both instances tracings made at the termination of ‘ued. and by the tenth day all objective signs had disappeared 
* except for slight tenderness of the fifth right metacarpophalan- 
quency of the alpha waves, an increase of 8.8 per cent metecarpophalangeal joints of both hands. Slight stiffness of 
in I and 9.2 per cent in the other. These observations the fingers when the patient awakened each morning, lasting for 
suggest that administration of the endocrine substance approximately ten minutes, was the only subjective complaint 
may cause a speeding up of cerebral activity. which remained. The erythrocyte sedimentation rate was 
Dextrose Tolerance-—Intravenous dextrose tolerance educed from 35 to 16 mm. in one hour. The dosage was now 
tests were made in 2 nondiabetic patients before and at 3 N IA 
the termination of administration of cortisone. In 1 — — 2 n — 
experienced also two bouts of acute joint swellings (on the 
six hours. The erythrocyte sedimentation rate increased to 29 
e mm. in one hour. The initial dosage of 50 mg. of cortisone daily 
tamine zinc insulin daily. Administration of cortisone was reinstituted and continued for ten days. Again the clinical 
resulted in a temporary intensification of the diabetes. manifestations receded rapidly, and by the fourth day the 
On the second day the insulin requirement increased, improvement equaled that attained originally. The erythrocyte 
and thereafter 30 to 50 units daily were needed to con- ***timentation rate was decreased to 11 mm. in one hour on the 
rol the di Th da ; poorer : of tenth day. A dosage of 50 mg. of the preparation given every 
trol the disease. ree days after administration other day was instituted for the second time and continued for 
three weeks. During this period joint stiffness and tenderness 
gradually increased and the sense of well-being lessened. 
Although the patient was still greatly improved, the disease was 
not controlled as adequately as it had been when daily doses of 

50 mg. of cortisone were given. 

Cask 2—K. W., a housewife aged 49, had typical clinical 
manifestations of rheumatoid arthritis for four months; during 
this time she experienced moderate general constitutional symp- 
toms. Before the administration of cortisone the objective 

41 manifestations were restricted to five joints: the right wrist 
9 and the second and third metacarpophalangeal joints of the 
left hand were moderately swollen, tender and limited in motion ; 
and both ankles were moderately swollen, tender and painful on 
weight-bearing. The erythrocyte sedimentation rate was 44 mm. 
in 
eleventh day except for mild aching, stiffness, limitation of 
motion and moderate pain on forced motion of the right wrist. 
‘rouing mind and felatively mi case. furt After fourteen days the only residual symptom in this joint 
investigation justifies the use of the preparation as a vas slight pain at the extremes of motion. The erythrocyte 
therapeutic agent, this appears as a practical and sedimentation rate was reduced to 12 mm. in one hour. The 
important consideration because the compound prom- dosage of cortisone was then decreased to 50 mg. every other 
ises to be scarce and expensive in the immediate future. day and continued for three weeks. The ankles and metacarpo- 
Further, if toxic manifestations should be met with pro- Phalangeal joints remained objectively normal and asympto- 
longed administration, then theoretically they should 
be encountered less frequently with smaller doses. 
Limited supplies of the compound permitted only 3 pilot 
ex 
T 
but 
of cortisone daily (for ten to fifteen days) until the 
clinical manifestations had subsided almost completely 
and the sedimentation rates had returned to normal. 
Thereafter doses of 50 mg. of the agent were given 
every other day for twenty-one days. 
REPORT OF CASES 
Cast 1.—G. H., a housewife aged 44, had chronic rheumatoid 
arthritis of two years’ duration. The articular manifestations sedimentation rate was 26 mm. in one hour. 
were restricted to a few joints: both wrists, the second right Cortisone was administered to the patient in 50 mg. doses 
proximal interphalangeal joint and the second and fifth meta- daily for twelve successive days. By the fifth day the constitu- 
carpophalangeal joints of both hands, which were moderately tional symptoms disappeared; she felt “full of pep” and began 
swollen, tender and painful on motion. The left ankle was to go out socially during the day as well as at night. By the 
moderately swollen and painful on weight-bearing. Constitu- tenth day joint swellings had entirely subsided and the only 
tional symptoms were mild, and the erythrocyte sedimentation remaining objective manifestation was slight tenderness on deep 
rate prior to administration of cortisone was 35 mm. in one hour. pressure of the right fifth metacaryophalangeal joint. Sub- 
Fifty milligrams of cortisone were given daily for ten days. jectively her only complaint was mild early morning stiffness 
On the second day mental stimulation and a sense of well-being of the fingers, lasting approximately thirty minutes. The 
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erythrocyte sedimentation rate was diminished to 6 mm. in one THE FAMILY DOCTOR 

hour by the twelfth day. The dose of cortisone was then F * 
An Epidemiologic Concept 

weeks. Except for increase in morning stiffness, initial 

; ene ined 

Definite from short The picture of the family doctor been drawn 


cases of „ influenced the decisions of the 

Whereas the clinical manifestations subsided almost ily and community. Through long and intimate 

entirely with daily injections of 50 mg. of the com- intance he learned the social and economic stresses 

pound, there did remain some residue of the disease, of his flock, the hidden errors and the familial blights 

even slight, in each case. This indicated that to be encountered. er 
i and 


With reduction of the dose to 50 mg. every other day, 44 
. ane — —— — =. not recur: in his excellent essay on the family physician, points 

mentally patient out that the results of preventive medicine, 
SUMMARY of specialism in icine and the great advances in 


The adrenal cortical hormone, cortisone acetate jaye tended to eliminate 
(compound E acetate: 17-hydroxy-11-dehydrocortico- One other feature is important: the less frequent 
sterone acetate) was administered for short or relatively visiting by the doctor at home, where the environment 
short periods to 8 patients with rheumatoid arthritis. could be sensed and other members of the family would 
Definite, but temporary, improvement in the clinical and be encountered. It is my purpose not to attempt an 


— und by 
TI iditional patients with less severe rheumatoid ‘Situation permits more effective maintenance of health 
arthritis (2 with moderate and 1 with mild disease) and the application of preventive medicine. 

were given smaller doses of the drug for longer periods. THE FAMILY 

With daily doses of 50 mg. the symptoms and objective The family can be considered in different perspec- 


is paper 
Because of the small number of cases reported and n other words, this is a group brought t 
the brief periods of administration of cortisone, deſinite communal conditions, sharing the same facilities for 


conclusions cannot be drawn. However, the results in 8 
indi a ical ion, the ordinary purposes of life. Although insti- 
when gi in or relati doses, From the of School of Public Health. 

A 1 1 clinical * of enry University of Epidemiology, University 
matoid ritis. The results reported herein confirm rr before the Section on Preventive and. Industrial Medicine and 
the observations made originally and described recently Medical Association, Atlantic City, N. J., June 10, 1949 
by Hench, Kendall, Slocumb and Polley. Press, 1999, 145, Prinesten, New 

2210 West Third Street (5) United Sates Printing Boren, May 


smaller doses of cortisone, 50 mg. daily or perhaps less and confessor, busy but patient, sometimes limited in 
in some cases, may be sufficient to control adequately but in he created a 
the disease was greatly suppressed, complete remissions successful. His position as sociologist and practical 
had not been invoked. The clinical manifestations were Psychologist has not been filled in the community, for 
not controlled as well when the dose of cortisone was the industrial revolution and the present industrial 
reduced to 50 mg. every other day. Before the admin- revolt have changed the atmosphere of the growing 
istration of cortisone each patient was somewhat community from one of neighborly sharing in the inti- 
depressed mentally. With doses of 50 mg. of the mate pleasures and problems to one in which sociologic 
agent a day each became mildly euphoric and acquired a interest is too largely official and too often accom- 
— panied with political aspirations. The vanishing oi 
horatory of which T aecrihe to th Ne. 
analysis of a contributing imfiuences but at this 
each case. point to accept the fact that the family doctor, the ser- 
Five of the eight patients had severe rheumatoid vant and preceptor of the community, as traditionally 
arthritis and were given large doses of cortisone acetate immortalized in fact and fiction, has been slowly retir- 
for short periods (total of 1 Gm. in divided doses for ing before current trends. 
eight days). The immediate results were decidedly However, the changing scene has not been with- 
pronounced improvement in 3, pronounced improve- out its recompense. The understanding of disease as 
ment in 1 and moderate improvement in 1. Prompt a problem interpretable in terms of the community has 
or fairly prompt relapse of the disease, with return of been greatly advanced by the combination of ecologic, 
clinical manifestations approximately to their original clinical and laboratory investigations. And it is for 
severities, occurred after withdrawal of the endocrine this reason that ; wa phe to reestablish the modern 
preparation in 4 of the 5 cases. The fifth patient Physician as the family doctor, employing the available 
retained, 2 months after discontinuance of the use of ¢Vidence of the role of the family as a unit of disease. 
ut wal at ini The pat iologic outlook affords a basis for early 
Were not tives. As a household “. . . it includes the related 
trolled. Doses of 50 mg. of cortisone acetate given family members and also the unrelated persons, such 
y were not as effective in controlling the as jodgers, servants or hired hands, and, for the 
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ician who sees but a single member of the family 
in distress to state probabilities as to the status of the 
others and thus serve the family as a whole. The role 
of ist has been amply stressed by others, and 
I elect to suggest the broader function in organic 
EXAMPLES FROM INFECTION 
In the field of infection ph 


The ease of pneumonia is the accident. The family 


represents a concentration of infection of continued ri 
to itself and to the communi 


s. In this instance, again, the clinical case may 
be the ae feature acting to turn the spotlight on 
the probability of a highly infected group. Granted that 
it is not at practicable accurately to determine 
the duration of the individual infectiousness of each 
member, it is equally undesirable to ignore the risk 
which such groups offer to the rest of the population. 
Although the studies of Hamburger and others have 
largely been conducted in barracks or hospital wards, 
their demonstration of the high contaminating potential 
ble to school room or ; groups. 
Hence, whether seen in the office, the clinic or the 
ital, observation of a patient with a frank case of 
due to the aforementioned agents should call 
the attention of the physician to the family, with the 
purpose of limiting the spread or the severity of infec- 
tion among the individual members, of the 


8 


possibility of chronic sequelae and of cutting down the 
danger to the community. 

The approach indicated here has been so 
applied in the control of typhoid and tuberculosis as to 


contracting was from 1,200 to 1,900 
8 lial associate of a patient with the 
than in the ; that the inci- 


by 
tious hepatitis. — A to be said that 
more than | case iomyelitis in a family is unusual, 
— 
has 


2 more cases had occurred and virus was uni- 
ſormly in the stools of the s and children 
and in the throats of the children. F „3 


dence of the continued infection is seen in the studies 
made in four families from Detroit.“ Most of the 
children were infected, 3 of them yielding consistently 
positive stools for four to five weeks. Alt in this 


3. Ramsey, G Typhoid 8 with 
Special to Am. 2 
New York State with Special Ref to A’ Rates 
Am. J. Pub. Health 37: 233, 1937 


Tuberculosis Infection 1 ; Relation of to the 
H. E.; Brown, G. C. 
, In An Area 


8. Zintek, A. R.: The Rapid of a 
tion of Poliomyelitis Virus, Am. J. IIe. 46: 2 1947. 
9. C.; Francis, T., J.: Studies 


= 
tutions, barracks or camps do not constitute house- 
holds, they do represent families by 
virtue of the common life of their occupants. 
The other concept of a family is that based on blood 
or marital relationship. In these circumstances the constitute major a . For example, studies 
genetic factor is the one of interest, extending beyond of Ramsey and of Stebbins and Reed in the state oi 
a 1 A. and even into several generations. New York have demonstrated that the bility of 
The lines and their accompanying r 
en A be of greatest importance to the thesis of this 
article. 
The rate of migration and the well defined individ- y among ial associates Of a Carrier 
uality of present day life have served to disrupt the was 42 times greater than in the 4 — lation. 
continuity of the family as a unit in a given community To state it another way, 7 per cent familial associates 
as well as to reduce the probability that a single phy- of patients with typhoid contracted the disease, and the 
sician could the group under observation for an poorer the sanitary facilities the higher the rate. The | 
extended hve 4 Even the official health agencies actual data for infection would undoubtedly be greater, 
have specialized the family — oh gummy such as because a considerable portion of persons so exposed 
maternal and child health, school h and industrial may undergo active infection without having their dis- 
health, instead of a total approach to family health. ease diagnosed as typhoid. 
Despite this decreased opportunity to supervise the The detection of tuberculosis by study of the familial 
entire family, accumulated information now allows the associates of patients with identified disease is the most 
productive method, even though the extensive programs 
tend to miss the adult members who contribute the 
greatest number of cases. The closer the association 
with a tuberculous — in the household, the greater 
the frequency of infection and disease.“ 
The intensity of family infection can be further illus- 
confronted by the fact that the case of what is termed 
the typical — is so likely to be the incident or 
accident of group infection. It is commonplace that 
meningitis is a random accident in the course of infec- already appeared may be 25 times greater than the 
tion with Meningococcus and that a large proportion of incidence in the rest of the population. Our 1943 
intimate associates of the patient may be infected with studies in Texas“ and those of Gordon and his associ- 
the same organism without displaying significant signs ates in Chicago’ reveal that the frequency of virus 
of disease. So. too, with the patient whose lobar pneu- inſection among familial associates, as measured by 
monia is due to type I Pneumococcus. A — er | the demonstration of virus in stools, may be 30 1 
of the other members of the family may be infected with 40 times greater than that among those without known 
the same „ They may cen little clinical association with the disease. Furthermore, these posi- 
evidence of illness or may have what passes for a cold tive observations represent active infections, readily 
or a mild sore throat—or apparent otitis or sinusitis. acquired. For instance, in the study of a family, by 
Zintek of this department,“ it was found that four days 
after all specimens from a family were negative for 
— poliomyelitis virus, a case of nonparalytic disease 
The problem of streptococcic disease has been largely occurred in the family and that in another five days 
dominated by clinical terminology, but now it is clearly 
seen that within the infected group the same organism 
may be associated with a wide range of reaction, from 
the subclinical infection, through frank disease, to the 4 members of the family continued to show virus in the 
secondary of rheumatic fever and acute stools when tested three weeks later. Additional evi- 
7. Gordon, F. I.; Schabel, F. N. Jr.; Casey, A. F., and Fishbein, W 
B. Laboratory Study of the Epidemiology of Poliomyelitis, J. Infect. 
ciates of Cases, J. Exper. Med. 77 21, 1948. * 


Fig. 1.—-Familial distribution of 70 cases of infectious hepatitis. 


munity 
disease. To illustrate the familial concentration I would 


refer to an epidemic the staff of the Epi- 

Department in 1944 in Central Michigan 
in a . 7 
three families consisting of 155 persons were in : 


the only fatality. 
village school, 


— the same experiences without that result. 
Still other families appear to be relati resistant to 
streptococcic infections at any level. 


(Se YEARS 


Now You The 3. 
13. St. Lawrence, "Fhe Familial of Cardiac Disease, 


ever (Chorea: 
A. M X. 76: 2051 (Dec. 16) 1922. 
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series the apparently well adults did not yield virus, Examples from the field of infection could be multi- 
2 of the 4 clinical cases occurred in adults. Moreover, plied to cover a wide range of mechanisms of trans- 
in other a © of subclinical infection mission and the influences of environment, as with 
among the associ familial adults has been amply brucellosis and the farm household. The minor foibles, 
demonstrated. habits and taboos of the family often result in their 
Infectious hepatitis, formerly designated catarrhal exposure to agencies which would not otherwise give 
jaundice, is again a virus infection in which the group rise to group disturbances. The familial concentration 
. : habits on the health of the unit. 
* 18 EXAMPLES IN METABOLISM 
Turn now to the genetic family. The instances of 
1 1 * developmental and anatomic aberrations of an inherita- 
— ly calls 3 — bility of their 
8 9 prompt s attention to the possibili i 
a 18 ence in other members of the family, Certain of the 
9 9 seems also. that genetic ices may 
5 ; wo play an important role in the responses of certain family 
8 8 88 8 Rheumatic fever is a case in point. 
8 ae is a familial tendency toward aggregation of this 
: i disease in family clusters, while other families appar- 
11 
21 
1 7 , trom the genetic pomt 
f 8 view, especially by Wilson.“ who concluded that heredi- 
| 1 tary susceptibility underlies the familial incidence of 
Bee the disease. One may suggest that this, too, could 
100 1 represent a defect in the metabolic process required for 
disposal of certain products of streptococcic infection. 14 
0 1 80 St. Lawrence in 1922 stated the problem on the basis 1948 
* 9 of his familial studies: . from the facts at present 
21 | available no conclusions can be reached as to the rela- 
tive importance of inherited susceptibility and dissemi- 
nation by close contact between infected and noninfected 
persons.” Again, it would seem imperative that 
— 
cardiac disease in one mem a family, should 
characteristics of the infection are prominent. Its ot. recommend the examination of all other mem- 
eruption in institutions, military units and camps is bers of that family for evidence of these conditions. 
well known, but all too often in the general population the ‘family — will assume — — 
the physician may see only the apparently sporadiie ¥ group — 
case. Pickles, in his charming exposition of Epidemi- es YEARS 
ology in Country Practice.“ has followed in his com — 1223 * 
of these 75, or 44 per cent, had infectious hepatitis 
and in twenty families multiple cases occurred. The 
largest family of 10 persons had 7 cases, including 7 
The primary cases centered about the I 
bracing the age group of 5 to 10 years: 23 rms D 
45 of the 61 children so exposed became ill (igs. 1 
and 2). In only 6 instances did the first case observed Fig. 2.—Incidence of illness in exposed families by age groups (75 
in a family occur in another age group, and even then ‘““*?: 
there had been some close association with the school : ** 1 , 
and its children. The subsequent dissemination in the cance in the dissemination of rheumatic infection, and 
families emphasizes the concentration of infection in therefore of cardiac disease, and offer an important 
families to which the infected school child belonged. Place for the intensive application of such preventive 
It emphasizes, too, that in infectious hepatitis there is measures as are available. 
a large body of concealed infection suggests that But of particular interest are those established dis- 
recognition of a single case of hepatitis with jaundice turbances of metabolism which are also genetic in 
should center attention on the infected family. 
11. Unpublished data. 
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75 


i 


115 


it 
F 


In the case of xanthomatosis, 


suff- 


FF 


was little 
offer but isolation and quarantine. And the effective- 
ness of these latter procedures has been so limited by 
economic demands and by the inability to apprehend 
a of infected persons that the measures 


diction in this behavior. It is in many of the 
does not account for the majority of new cases. The 
missed case and the carrier therefore are accepted as 
definite hazards. Some authorities tend, however, to 
ascribe much of the importance in dissemination to the 
acute stage of the missed case while minimizing the 
role of the carrier, who is in reality an example of 
active acute in This seems to be an exercise 


14. Wilkinson, C. F., Hand, KR. X., and +e M 
ial Familial Ann.” Int Med 671, 


15. Bloom, D.; iman, S. R., and Stevens, R. 
is, Arch. 


cases, and the administrative > So. Sew 
governed by severity of disease. No one knows 

i i of later life are 
related to the effects of the diseases of childhood. 


5 
character. Allergy may be one of them. Diabetes and whether he is in the early febrile stage or not. The 
thyroid disturbance are others. Since they may have ‘term carrier tends to connote a passive acceptance of 
a definite relationship to the aging process and vasculr organisms, but properly it should be realized that where 
degeneration, attention is called to those associatea the organisms are maintained they multiply and the 
with lipid metabolism. eee host is infected. He may follow a course of infection 
or hypercholesterolemia, Citta 7 comparable in terms of microbial growth to that of the 
cient to direct investigation to a widely distributed frank case, leading finally to elimination of the agent 
metabolic disturbance in the family. There is increased or to chronic infection. To return, then, to the tradi- 
interest because these abnormalities are associated with oa “case of disease” in ay gen since it is realized 
coronary sclerosis and cardiac death before maturity. it commonly represents line of a greater 
bed of infection’ in the family cluster, should not this 
e ily in four generations. unit of greatest density of infection be treated as a 
Of , 159 were thoroughly investigated and 30, or group of acute infections? It is difficult to accept the 
20 per cent, were found to have hypercholesterolemia; idea that to permit these persons with active infections 
3 of them died sudden, presumably cardiac, deaths to move freely without some effort to erect a harrier 
before the age of 20. Bloom, Kaufman and Stevens between them and the susceptible members of the com- 
reported a family in which 4 children died of coronary munity can do other than increase the dissemination. 
disease at the ages of 23, 18, 14 and 6% years. There The progressive availability of drugs and antibiotics 
are many examples in which some obvious clinical against a wide range of infectious agents offers a new 
lesion can indicate a broad familial defect, which could hope in this respect. The efficacy of small doses of 
he explored with profit to the health of the family. sulfonamide compounds in curing the subclinical infec- 
tions caused by meningococci immediately recommends 
— a Oo their employment in any familial unit in which a case 
se might run through a of meningitis of that nature occurs. The influence of 
itself, sulfonamide drugs and penicillin on pneumococcic and 
streptococcic infections of the upper respiratory tract is 
less dramatic, but there is sufficient evidence to indicate 
that a bacteriostatic effect can be obtained or that 
initiation of infection can be avoided. In the Salmonella 
infections, chloramphenicol (chloromycetinꝰ); in the 
9 — * dvysenteries. sulfonamide compounds ; in infectious hepa- 
titis, gamma globulin may be used. For poliomyelitis 
there is no specific — or therapeutic agent to 
. . be recommended. Nevertheless, as has repeatedly been 
in for prophylaxis the family phy- emphasized, if control measures are to reduce the spread 
frequency with of that discase from one person to another, the families 
might run through families could be uſ the patients with recognized cases constitute the units 
reduced. exhibiting the greatest density of infection toward 
which attention should be strongly directed. 

It is not intended to urge that present products be 
used indiscriminately or without weighed judgment ; the 
objective of limiting the course of infection and reducing 
the density of infection in the community is the impor- 

ve come to ttle . ANeverthe- tant concept. Too often the physician is guilty of treat- 
less, in tuberculosis the opposite view of isolation is ing the individual patient: too commonly public health 
strongly maintained. There is an t contra- authorities are i. of _ on the number of 
Without concern for the future of naturally acquired 
immunity, active prophylaxis seems desirable, and as 
prophylaxis increases experience has repeatedly proved 
that the risk of infection in the community declines. 
In semantics, more. acute — 
readily are the missed case and the inapparent The purpose of this article has been to emphasize 
differentiated. The carrier of the enteric organisms the fact that the present day physician can become once 
is accepted as a constant risk if he is provided 3 more the ſamily doctor. he sees the patient at 
tunity to effect the transfer of his organisms. home, in the office ot in the hospital, by the use of 
tuberculous patient who continues to put out organisms  ¢Pidemiologic data such as have been presented. Mov- 
is a recognized hazard. The patient with streptococcic ing — a 
. distribution of disease in the families and in the com- 
' in the idemi constantly 
Rode Toland, 1903-1908. — in the foreground of efforts toward the control 
an Asereestion of Infections Disease, and elimination of disease. 
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MODIFIED PROTAMINE INSULIN (NPH-5O) 
A Clinice!l Report 
PRISCILLA WHITE, ™.0. 
Boston 


i 
fed protamine — “NP 50)—first, what it is: 


nated N; protamine, it ; improv 
H it is named H; modified by the addition of 
0.50 mg. of crystallized for every 100 units 
of insulin, it is tagged herefore, NPII-50 insulin. 
New modifications of insulin are being and should be 
. Wonderful though insulin is, the forms now 
available have three obvious defects ; first, their admin- 
istration is parenteral ; second, their time of action is too 
slow, too short or too long, and third, a 

y be of abnormal degrees 

ned by Best and by Hagedorn 
as depot in type and one which i 


Since this ideal insulin of the 
physiologist is not available, clinicians clamor for an 
insulin practical in nature with instant availability and 
with twenty-four hour action. Modified protamine 
insulin has some of the desired clinical properties. 

The blood sugar lowering action of modified pro- 
tamine insulin is relatively quick, because it begins some 
two hours after administration compared with one hour 
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added crystalline insulin than does market protamine 
zinc insulin. The greater degree of by pro 
ine for every 100 units of insulin, in contrast 
.50 mg. in the modified preparation. 
to Insulin of the modified —— type is therefore 
relatively quick in action. it lags two hours only. 


ae 
orem oo ee 


sugar of 
receiving modified i 


7 -50) on a typical 


2 260, were patients under the age 
the other 76 were adults. 


selective one; obstetric patients with diabetes 

21 of the number, and the 55 others were 
because of great sensitivity to insulin. In addition to 
the 336 patients, comparison studies were made by Dr. 
Alexander Marble on a group o 

complications. The series of 336 patients is overloaded 


greatest number (203) of the patients were transferred 
to modified protamine insulin at the summer camp 
units. One hundred and twenty-four girls were treated 
at the Clara Barton under the direction of Dr. 


— Bar in 35 patients, and 98 were 
Fasting experiments were not conducted ; 
after stabilization on the modified protamine insulin a 
small group of children had capillary blood sugar deter- 
minations at approximately two hour intervals on a 
typical camp day. The Folin micro method was used. 


1. The modified protamine insulin was supplied by Eli Lilly ana 
Company. 


— 1 
from present market insulins; fourth, what has been f 
the experience of the Joslin Clinic in its use; fifth, what 
technics have been employed in its administration, and. 5 AN * 
sixth, what are its failures as well as its successes ? oT WX 
Insulin of the NPH-50 type contains protamine modi- S * 
fied by crystallization. Neutral in reaction, it is desig-. 5 W . 
— — 
= — — 
has long duration of action some twenty-eight hours 
Ussue sugar fises and withholds i as ussue sugar and has nocturnal hypoglycemic hazard rather than the 
falls, thereby controlling hyperglycemia and prevent- more dangerous daytime hazard. From this description 
it is evident that the modified protamine insulin resem- 
bles the popular 2: 1 mixture of crystalline and protam- 
ine zinc insulin. 

Between June 1948 and June 1949, 336 patients 
of the Joslin Clinic were treated with modified pro- 
tamine insulin. This group consisted largely of 
patients whose diabetes was characterized by its severity 

ficult. The 
for regular and crystalline, one to two hours for globin of 20 years 
and six to eight hours for protamine zinc insulin. The of B ag 
maximum blood-lowering action occurs some ten to tively from 
twenty hours after administration compared with three clinical_material. choice ot the adults was a 
hours for regular and crystalline, six — for globin 
and twenty-four hours for protamine zinc insulin. The 
duration of action is long, namely, twenty-eight to thirty 
with young diabetic persons use severity an 1 
* characterize juvenile diabetes, and experiences with 
them can be used as a therapeutic guide in all patients 
- whose diabetic management is difficult. 
Adjustments to modified protamine insulin were 
* made, first, at our two summer camp units; second, in 
the Deaconess 1 and, third, in the office. The 
7 Nene ‘receiving modified protamine insulin (NPII-SO) on 2 hel Ruth E. Reuting and myself and 79 boys at the Elliott 
— P. Joslin under the direction of Drs. A. J. 
hours, compared with six and eight hours for regular 
and — respectively, fifteen for globin and up to 
seventy-two hours for protamine zinc insulin. In mix- 
tures the modified protamine insulin adsorbs less of 
— 
t M t ion _on_ Inter Medicine 


— 
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A the evaluation of.a neu form of insulin 
whose blood sugar levels were in the morn- should be made on patients under direct med ical super- 
ing at 7, 9:30 and 11, in the afternoon at 2: 30 and vision, practical evaluation of inslin therapy ine 
4: 3, in the evening at 8: 30, 10 and 11: 30 and during diabetic subject must include a survey of the results 
the night at 1, 2:30, 4 and 5:30 showed a rise to among patients controlling their own treatment. There- 
abnormal values in three periods only; namely, at 9:30 fore clinical success with modified insulin 
after breakfast, at 11 in the morning and at 2:30 in the was measured further: first, by the of chemical 
afternoon after lunch. The average blood sugar values control after the patients were di from 
for the remaining nine periods were all at normal levels. and hospital; second, ... 
The lowest average occurred at 4 a. m., twenty hours by f from bouts of acidosis, and fourth, by the 
after administration of the insulin. The experience with maintenance of nutritional levels and by the 
diabetic boys was similar. ion of rates of growth and 

After they had been stabilized with injec- s of coma and reactions of severity were infrequent 

of crystalline and D and again i 


average blood sugar level was 

of age fasting, at 4 p. m. and at 8 p. m. 
insulin was administered in 


were superior 

1 fatality, a cardiac death. 

blood sugar levels after discharge was 
cent were below 200 mg 
mg., per hundred — centimeters. Modified 

tamine insulin is not a panacea which does away with 

the need for adherence to diet or for the continuation 


Stabilization with Crystalline, Protamine 


erminations After 
inc and Modified Protamine (NPH- | Insulin 


Hlood Sugar (Mg./10 Ce.» 
Age Cases C. F. Cal G F. 0 Entr. hien, tine Zine Units F. 11 ‘ 
crystalline and protamine zinc insulin were adminis- The technic used for the readjustment irom crystal- 
8 The experience with diabetic boys was similar. line and protamine zine insulin to modified 

juvenile diabetic sa si injection of the ian tian simple. The sum total in units of all previ 


ified protamine insulin controlled diabetes chemi- 
cally as well as, if not better than, separate injections of 
protamine zinc insulin. 
The adults who had a mild form of diabetes and had 
ee complications were transferred readily to modi- 
protamine insulin therapy. Patients of this type, 

however, do not present difficulties in diabetic manage- 
ment, and the disease can be controlled chemically 
without difficulty with each type of insulin. Of the 
insulin-sensitive adults, three quarters of the number 
were controlled more easily with modified protamine 
insulin than they were before, but one quarter of them 
did not show improvement. The seriousness of h 

glycemia in this 3 be obs 
are at stake. — rr is disturbed and the 
care of young children is a risk 

The results in the obstetric cases were encouraging. 
Low renal threshold for dextrose characterizes the preg- 
nant diabetic woman and is one of the causes for her 
susceptibility to ketosis and hypoglycemia. Therefore 
our scheme for insulin therapy has included separate 
injections of crystalline and zine insulin 
before breakfast, by crystalline insulin 
before lunch, dinner and even at bedtime. 8 ow 
cent of these patients a single injection of modi 
protamine insulin replaced injections. 


sugar. 
The most important single test for the regulation of 
modified protamine insulin, as it is with all long-acting 
insulins, is the true fasting test, which should be aglyco- 


suric or nearly so. Hyperglycemia and glycosuria 
> gy at premeal and retiring in t - 
ence a perfect fasting test indicate the for 


eine other than that of modified protamine insu- 
lin, such as reapportioning of the diet. Carbohydrate 
may be subtracted from the offending meal and added 
to the diet in the latter part of the day when modified 
insulin is most effective. ription 
of exercise is also useful. Since little adsorption of 
quick-acting insulins occurs in mixtures of crystalline 
and modified protamine insulin, early daytime glyco- 
suria may be prevented by such an addition. Glycosuria 
occurring in the evening may be prevented by the 
a supplementa ne addition of — 
ore t acting 
insulin was — necessary in the group under 
observation. 


modified protamine insulin, the levels of the blood sugar betic coma. Gain in weight and growth in height 
at 7 o'clock (fasting), in the morning at 11, in the after- 
noon at 4 and in the evening at 8 were determined in 
er at each year 
, when modified 
a single injec- 
tion; the average blood sugar level for each year of age 
was lower at 1] a. m. when separate injections of of insulin therapy. 
Z 
that most patients required in units larger doses of 
insulin in the modified protamine form than in the sum 
total of crystalline and protamine zinc types. The aim 
of treatment was freedom from sugar and the main- 


from 150 to 250 Gm. daily. The carbohydrate for break- 
fast was maintained at a level, one fifth of the total: 
one fifth to two fifths were prescri 
two fifths to three fifths for supper 


unex prelunch and severe 
night time hypoglycemia was not uncommon. 
CONCLUSIONS 
1. In few instances, only 5 per cent of the patients 
in zecti lified 
(NPH-50) insulin was less successful in controlling 
diabetes than were te injections of crystalline and 


one fourth of the insulin-sensitive adults treated, the 
majority of the diabetic children under 5 years of age 
and those patients whose requirements for long-acting 
insulin are small compared with their requirements for 
quick-acting insulin. 
diabetes modified 
cessfully as, if not more so, than separate injections of 
ine zinc insulin. 


under medical observation it ay — to 
add, or supplement with, rapidly acting insulin. 

4. Modified protamine insu long dura- 
tion of action with rapid availabil When admin- 


nocturnal. 
5. Modified crystallized 


ine insulin ( NPH-50) 
is a desirable insulin for labile 
diabetes. 


treatment of severe 


81 Bay State Road. 


ABSTRACT OF DISCUSSION 
Dre. Cyan. M. MacBayve, St. Louis: Many groups of workers 


MODIFIED PROTAMINE INSULIN—WHITE 


that it has 25 per cent of the insulin in solution, 
NPH-50 insulin all the insulin is in precipitated form. It seemed 


insulin good 
of the blood sugar. the insulin manufacturer informed 


2 2 


F 
: 
i 


gators for study. The NPH-S0 insulin we have studied is the 
same as the modified protamine insulin on which Dr. White 
has reported. We agree that it gives a fairly good intermediate 
type of effect; but the twenty-four hour blood sugar curves 
with NPH-5SO in our hands have not been nearly as good as 
those obtained with N P-50 insulin. We believe that the NPH-50 
modification is not a sufficient improvement over globin insulin, 
which is now available, to make it advisable that anyone suggest 
its adoption use. The NPH-50 insulin, like 
globin insulin and the 2:1 mixture, controls 75 or 8) per cent 
of cases of mild diabetes rather well, but in moderate or severe 
diabetes it has not given sufficiently rapid effect and therefore 
does not sufficiently control the blood sugar rise after breakfast. 


accuracy, not to mention convenience. NP-50 insulin, which 
closely resembles the 2:1 mixture in its effect on the blood 
sugar, has proved to be too unstable to justify its being placed 
on the market. NPH-50 insulin would seem to lack the draw- 


NPH-SO is still not an ideal insulin, but the day of the 
ideal insulin is not at hand. Meanwhile, there is little point 


tured preparation, 
and capable of further modification when necessary, can be 
made available. 

Da. Patsci.ta Wuite, Boston: I hope that Dr. MacBryde 
or others will discover an even better insulin than NPH-50, 
but I agree with Dr. Ricketts that at the present time it would 
be desirable for this modified protamine insulin to be put on 
the market. 
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The caloric prescriptions commonly used in the Clinic 

were continued, namely, 30 calories per kilogram of 

ideal body weight for adults, 30 calories per kilogram of p Gesirabic Nave such aft its 

increasing body weight for the pregnant diabetic per- 

sons and 1,000 calories for age 1, with 100 added for that NP 

each year in childhood. The of carbohydrate was — w —!—u— 

unches were om small lunches 

carbohydrate were given to the children in the afternoon 

and a lunch of at least 20 Gm. of carbohydrate was 

given to all patients at bedtime. 

The most conspicuous failures with modified protam- 

ine insulin occurred in those few patients whose require- 

ment for rapidly acting insulin is great in proportion 

to that of slowly acting insulin. This is commonly 

observed in very young diabetic children, among whom 
It tends to cause low afternoon blood sugar levels. The NPH-50 
modification has not proved itself superior. I believe that we 
should be greatly encouraged and that an insulin similar in 
some respects to NPH-50 insulin but better in several respects 
can and should be devised. 

Du. Henay T. Ricketts, Chicago: One of the prime require- 
ments of an intermediate insulin is that it have an cffect 
lasting twenty-four hours, preferably a few hours longer, in all 

Totaine Zine lew patients. Globin insulin too often fails to meet these require - 
ments. The mixing of regular or crystalline and protamine zinc 
insulin, when made by patients in the syringe, is technically 
too difficult for the unintelligent and involves some question of 1 
backs of the other forms and to retain the advantages they 
have offered. Our experience with it is in substantial agreement 
with that of Dr. White. We have found, in a serics of ambulant 

. Kegulation d and exercise is a Necessary Patients which did not include children but did include a number 
adjunct to treatment with modified protamine insulin 
in order to maintain chemical control. With the patient meee r re 
there was any real difference between any two of these prepara- 
tions with respect to dosage requirements, time-activity char- 
acteristics or the frequency, timing or severity of reactions. 

f — f ; i In 1 case it was necessary to add 10 units of crystalline to 60 

ime Ore HS units of NPH-SO insulin to control the blood sugar level after 

breakfast—a procedure which worked out well. In two other 

cases, small amounts of supplementary crystalline insulin were 

given separately, with good results. In addition to mecting 

the minimum requirement of a full twenty-four hour effect, 

Po modified protamine insulin appears thus far to have enough 

eT carry-over that the admixture of small amounts of crystalline — 

insulin, necessary in some cases of severe disease to prevent 

hyperglycemia after breakfast or after lunch, hastens the onset 

of activity without reducing the duration of activity below 

throughout the world have continued to study the problem of twenty-four hours. That is an important feature. It should be 

finding a satisfactory form of insulin which will, with a single stated, however, that not conugh data are available to establish 
injection daily, establish good control of the blood sugar this point with certainty. 

throughout the twenty-four hours. Only one of the intermediate 

types of insulin, globin insulin, has reached the 

insulin has proved unsatisfactory for the majority of patients in continuing a preparation—protamine zinc insulin—which has 

to be hand mixed with another for the single dose management 

ion whic is mixture of crystalline beten iwe manufac- 

possible variations of such mixtures. A superior type of fixed 

or standard protamine insulin modification was developed, called 

NP-50 which has 25 per cent of its insulin in solution and 75 

per cent in the precipitated protamine insulin component. The 

blood sugar curves with this insulin modification have in our 

experience been the most satisfactory that we have been able to 

the NPH-50 insulin which has been described by Dr. White in 
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THE USE OF ANTIBIOTICS these generalizations. If a life is at stake, neither 
the patient nor the physician should count the cost, and 
PERRIN N. LONG, M.D. every step should be taken which will bring about 
recovery from the infection 
Ae Tables 1, 2 and 3 in terms the 
MORTON S$. GRYER, M.D. 


3 
| 


M. 9. 
are 
ntil recently the of the antibiotics effective, or primarily and secondarily effective, anti- 
ly biotics should be used. In our opinion, subacute 


any individual patient. and in certain instances of adjunct to antibiotic therapy. In other infections the 


Taste 1—lresent Day Usage of Antibiotics in Injections 


to 
assess current information concerning the choice of 


antibiotics, to propose adequate dosage schedules and a Peni Strepto- Aureo- Chioram- 
to discuss the toxic reactions which may occur when — 


diseases. It should be obvious that certain of our rec- 1 1 1 " 
ommendations will necessarily be tentative, because 1. facealis infections 
i ion concerning the comparative values of aureo- IV. infections ....... 1 11 1 
mycin and chloramphenicol when these are used thera- II. Gonococele terte. i om om 


in which hi therapy is indicated, no men- 


1 
tion will be made of the comparative value of the sul- A. Tularemia 63 11 1 
ide d Al. Typhold 11 1 
* ich will 160 ral anti tie agents 
Se & Key: I indicates first choice; II, second choice; III, third choice, 
with which to treat the disease: A, blank thet the drug is of little value. U means that the 
Kr * Combined therapy le used. ; 


What is the relative toxi of the agent in the 

3 sd antibiotic agent if in the 8 ion it will 

With what ease can the be given? hasten the patient's It is well for the phy- 

What will the cost of the antibiotic, or the auxiliary Sician to remember that penicillin, 

costs of its administration, be to the ? streptomycin, aureomycin and chloramphenicol all attack 

All are important, but, in these days when the costs and damage different systems in susceptible infecting 
1 


isms. The intelligent exploitation of this 


| 


should enter into each physician's calculations. If two 
agents are equally effective against a given infectious infect reereen : 
process, then the one which will bring about a better- In table 4 the dosage schedules of aureomycin and 
ment at the lowest cost to the patient should be ; icol currently used for children are out- 
This does not necessarily mean the cheaper antibiotic lined. Again we must state that these are tentative 
but rather the antibiotic which can be given with least and will probably be revised as more experience is at 
auxiliary charges, such as those of hospitalization and hand. It has not been considered nece to discuss 
frequent visits of patient or physician. Thus a more the of penicillin, ycin or dihydro- 
ive antibiotic which can be given safely and Streptomycin regard to children at this time 
effectively by mouth in the home might be the choice cerning the use of these antibiotics are 
rather than a cheaper one that requires hospitalization Contained in “New and Nonofficial Remedies,”' to 
or the physician's frequent — 72 which the physician is reſerred for such information 
istration. There are, however, certain exceptions to Also, it can be said that valuable instructions for 
antibiotics are contained in the insert 
From the Department of Preventive Medicine, Johns Hopkins Uni- 


Laboratories Division, American Cyanamid r 


to 
paratively — The physician who was faced with | | - presents a example of an 
an infectious disease in which antibiotic systemic ther- instance in which more than one antibiotic might be 
apy was indicated administered either penicillin or given. If the infecting organism is a gram-positive | 
streptomycin or both, and that was that. During the coccus, we believe that an adequate combination of 
past year this relatively happy state of affairs has heen _ penicillin, streptomycin and aureomycin should be used : 
rudely interrupted by the appearance of aureomycin if a gram-negative organism is at fault, a proper combi- 
and chloramphenicol (chloromycetin®), two antibiotics nation of streptomycin, aureomycin and chlorampheni- 
which possess wide and effective ranges of action. The col should be administered to the patient. In severe 
result is that careful attention must now be given to influenzal meningitis or in gas gangrene, the use of one 
the choice of the antibiotic to be used in the treatment of the diazines is always to be recommended as an 
of 
disease — — — may = in conjunction * chosen 
effective combination of the several antibiotics. 
cally agaist some im | — | "A. Mild or moderat... T 
should be borne im mind th thos = 2 
N. J. June Association. 
Company; Parke, Davis and 


316 


When aureomycin or chloramphenicol is being used 
against moderate or severe infections, it is well to start 
biotic will be established promptly. 
in table 4, for moderately severe infections the initial 
dose is divided into three oe doses, which are 
given by mouth at hourly in The total daily 
maintenance dose is calculated on the basis of the 


initial “priming” doses may be given by the oral and or 
intravenous route. Combined oral and intravenous 


Taste 2.—Present Day Usage of Antibiotics in Infections 


Peni- Strepto- Chioram- 
Type of Infection or Disease eim d mycin mycin phenicotl 


A. Eeeherichia coli ............ 11 1 1 
Bh. Aerobacter aerogenes ...... oe 11 1 1 

„„ „ 11 1 
D. Preudomonas aeruginosa sn 1 oe 11 


* 1 1 


IV. bacillus in tert ones 1 * 


| 
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| 


2 


1 


terial and viral inſections the dose may be halved at 


* A. M. A. 
1, 194% 


he administered at the higher dosage level until in the 
physician's opinion the patients are well. 

As chloramphenicol may be given only by mouth, the 
instructions contained in table 4 should be followed, and, 
as far as the maintenance dose is concerned, the instruc- 
tions just laid down for aureomycin will suffice. Dosage 


Tast 3.—Present Day Usage of Antibiotics in Infections 


Peni- Strepto Aureo- 


Type of Infection or Disease mycin mycin phenicol 
I. Rickettsial diseases ............ 1 
II. Primary atypical pneumonia ee 1 * 
III. i 1 
IV. Lymphogranuloma venereum 11 1 * 
1+S.D. 
11 os 
Vill. Granuloma tnguinale .......... de I 1 0 
IX. Rat bite fever 
A. Sp minus 11 1 U 
Streptobacillus moniliformis 1 U 
X. Gas gang tene 18 U 1 
XII. Common cold 
I. Rheumatic fever (prophylaxis 


Key: I indicates first choice; II, second choice; III. third choice. 
A Mank signifies that the antibiotic is of little value. U means that the 
effect le unknown. 8. D. stands for sulfadiazine. 

If 


schedules for adult patients are listed in table 5. 


occur when aureomycin is being taken by mouth can 
frequently be eliminated if a shift to intravenous 
is made. Finally 


( us therapy 
„ it has been noted with certain 


1 
| | 1S SIX 
parts (or as nearly as is practical); a part (dose) is 
administered at each four hour interval until the infec- 
tion is controlled. In patients who are severely ill, and 
for whose treatment aureomycin has been chosen, the 
most severe disease. At the time of this writing, 
preparations of aureomycin suitable for intravenous use 
224 
— — — or vomiting appears, well $0 give an 

amount of an antacid with cach dose of the 4 

V. Limone fis in feetione (food antibiotic. In a certain number of instances this adjunct 194 

5 8 therapy will relieve the nausea and prevent vomiting. 

Jem 1 * * It has been noted that the severe vomiting which may 
VII. Subacute bacterial endocarditis 

A. Alpha streptococeus ....... I 4 1 a 

B. Str. facealis (group D)..... 1* 1* 

5 — bacillary ...  .. 1 1 1 patients to whom apparently adequate doses of aureo- 

111 oe U U 1 myein have been administered by mouth without 

x. ieal conditions of the bowel 

“(preoperative ph — 3 achieving the desired effect, a shift to intravenous 
— on 18 0 injection of this antibiotic will bring about a prompt 
(peor betterment of the patient's condition. 

jee; II. second choice; Ill, third Taste 4.—Dosage Schedules of Aurecomycin and 
— 
Chloramphenicol 
for commercial distribution by Total 
dministration. It is believed, Priming Dose, nance Dose, Priming Dose, — — 
* severit of Mg. ot Me. . 
forms will be generally See 
Oral* Oralt Oral* Oran 
al Modeste 10 25-50 wo 30-40 
1to Intra Intra 
— Oral“ venous: Oral! venous$ Oral Oral 
if Wer. % 7 00 
ce noodle Ly —1 — be split into three parts and given at 
m he oral maintenance dose shouk! be split into six parts and a part 
re given every four hours. 
: The intravenous priming dose should be given in one dose. 
at § The intravenous maintenance dose should be split into three parts 
in bert given every eight hours. 
of 
w TOXIC REACTIONS 
the antibiotic at this point. In the treatment of bac- The toxic reactions occurring in the course of the 
Dr § action of penicillin or streptomycin are well known and 
this point and its use continued for five to seven days, will not be discussed. While dihydrostreptomycin pro- 
except with those patients initially suffering from bac- duces a smaller percentage of toxic reactions than does 
teremia or meningitis. With these the antibiotic should streptomycin, it must be borne in mind that it can 


— 
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PHYSICAL MEDICINE IN PERIPHERAL 
VASCULAR DISEASES 


WILLIAM BIERMAN, M.D. 
Mew Verk 


In a recent book on the diagnosis and treatment of 
peripheral vascular diseases, an outline classification of 
diseases and abnormalities of the blood and lymph ves- 
sels of the extremities occupies seven and one-half 
pages. From the point of view of prevalence, by far 

Thrombo- 


Obliterans, 
—.— tis Obliterans, ” “Raynaud's Syndrome,” “Varicose 
Veins” and “Thrombophlebitis.” 


DIAGNOSIS 

A patient may complain of discomfort or oi pain 
eee of coldness in the extremi- 
ties and of limitation in his ability to walk. Arterio- 
sclerotic changes are most apt to occur in the older 
person, particularly the one with diabetes. The initial 
—— in thromboangiitis obliterans usually show 

Ives before the age of 45 and only in men (with 
rare exceptions). Raynaud's syndrome is observed 
most frequently in women. Enlargement, inflammation 
= thrombosis of veins may involve various etiologic 

ors. 

Objective observations include a change in color, 
particularly on elevation or dependence of the involved 
extremity, diminished skin temperature and absence of 
pulsating arteries. The observation of a warm foot, 
on elevation or become turgid on i 
pulsating blood vessels should cause the examiner to 
seek some other explanation for s of pain in 
the foot and leg. When pulsating vessels are 

t, particularly in the lower extremities, the 
ability to detect them is enhanced by a proper technic 
which permits relative relaxation of the examiner’s 


Most cases of moderately vanced peripheral vascu- 
lar disease can be detected by the history and physical 
criteria as described. In some instances it may be 
difficult to make a diagnosis without the further aid 
These include the oscil- 


an extremity, and the skin surface thermometer, which 
conveys more exact knowledge than the examiner's 
hand. The skin thermometer (usually electric) reveals 
considerable information concerning the status of the 
circulation especially when employed in conjunction 
with the application of heat to a remote extremity. 
Normally, vasodilation takes place in the lower extremi- 
ties in response to immersion of the forearms in warm 
This rise will occur usually within fifteen to 


PERIPHERAL VASCULAR 


DISEASES—BIERMAN 


The removal the sympathetic 
vasoconstrictor influence causes an elevation of the 
temperature of the skin surface of the extremities when 


— 


vascular diseases are intended to restore the normal 


patients. 

Heat-—A simple measure to increase circulation. 
when this is possible, is the use of heat. Heat also 
causes an increase in the metabolic needs of the tissues 
to which it is applied. For these reasons, when heat 
is applied directly to involved extremities it is admin- 
istered in small doses. When heat is so applied by 
means of hot water bags, lamps and high frequency 
currents there is danger of causing thermal damage to 
tissues in which there is Ir with the blood 
supply. An increase in pain, or the development of an 
increase in cyanosis, calls for the cessation of the treat- 
ment or a reduction in the quantity of energy used. 
The difficulty may be due to an increase in local tissue 
pressures, to local metabolism without com- 
— vascular supply or to direct tissue death. 


as poor circulation cannot remove heat as 
' The Vasometor Regulation of 


— G. Heat Loss from 
amen RACE External Temperature, Heart 16: 115, 


4:57 1924. 

5. Friedlander, M.; Sithert, and Bierman, 
M. Se. 198: 657-668 (May) 1940, 


6. Burch : Portable Pilethysmograph, Am. 
Heart di BB: 48-75, 1947. 
we J.: Peripheral Arteriography, Surgery 22: 930-944, 
. DeBakey, M. E.; Schroeder, C. F., and Ochsner, X.: Significance 
of thr J. A. M. A. 188: 12. 
9. (a) K „X. The Anatomy and Ph Dryer ed. f. 
New Haven, Conn., Yale University Press, 1928 105 
and Wright, I. S.: Studies of Human 8 
for Study of Human Capillaries, Am. J Se. 1877 Dey tothe . 
10. Roth, G. M.: Clinical Test for Sweating Prec ‘Stall Moet 
Ce. Perlow, (June) — és 
. Perlow, emperature Flare as dens 
of Histamine 60S (Ms 1936. 
12. Elkin, D. C. — Study asculat Disease 
Radioactive | Gynec. & 87: 1-8, 1949. 
13. 22 1. S.: Diseases in Clinical Practice, Chicago, The 
ear — 


2 
Pickering.“ He showed that the warm blood returning 
˖̃ from the upper extremity affected the heat - regulating 
center in the brain and that secondary nervous impulses 
to the lower extremities resulted in vasodilatation. 
—ͤ — Such nervous impulses are carried the = 
vasospasm exists, but not when organic disorder is the 
cause of the vascular difficulty.‘ Associates and I have 
shown that the changes noted in the skin surface 
temperature of the toes following hot forearm baths 
were not accompanied by corresponding changes in 
the calf muscles.“ 

Other special technics for the detection of peripheral 
vascular disease include use of the plethysmograph.“ 
arteriograph and phlebograph.“ capillary studies,’ pro- 
duction of sweating. production of histamine flares,.“ 
tracing of radioactive isotopes’? and use of the 
ergometer.“ 

All measures to reheve the subject with peripheral 
tissues. These efforts are made to augment the blood 
supply by vasodilation and by increasing the collateral 
circulation except in extreme instances. Such an 
extreme instance occurs when there is no possibility of 
influencing blood flow, as in thrombosis of the common 
iliac arteries. Here the reduction of the metabolism of 
the structures of the lower extremity can be accom- 
plished by the local application of cold. This measure 
will cause a diminution of the severe pain of these 

lometer, which gives evidence of the gross pulsations of 
twenty minutes and to the level of that shown by the “ge 
skin of the torso and forehead. A slow rise and to a 
temperature height below this level or a complete 
absence of rise indicates peripheral vascular abnor- 
mality. The mechanism by which hot baths affect the 
surface temperature of the toes has been studied by 
From the Department of Physical Medicine, The Mount Sinai Hospital. 
Read before the Section on Miscellaneous Topics at the Ninety-Esghth 
Annual Session of the American Medical Association, Atlantic City, N. J., 
Jane “Wright, General Practice, Chicago, 
The Yearbook Publishers, Inc., 1948. 
2. Gibbon, J. II., Jr., and Landis, E. M.: Vasodilatation in Lower 
Extremities in Response to Immersing Forearms in Warm Water, J. Clin. 
Investigation 21: 1019 (Sept.) 1932. 
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lamps 
apply the heat to some remote part 
or the torso. 
$ now permit a simple technic for the application 
of mild and prolonged heat to the entire body. 
Activit Rest. —As with heat, exercise can 


onset or one that increases, by the of 
gangrene or ulceration or by severe ing rest. 
exercise is contraindicated. According to — . — 


extremities Should be held about 3 to 

the position of the heart, 
is the plane at rr 

as shown by the filling of the superficial vein 

— op by their slight projection above the 2 


gangrene 

tient should be encouraged to walk until pai 
develops. After a rest, he can resume walking. If the 
involvement is severe, the type of exercise can 
be applied 2 the patient lies in bed. With the 
patient lying in the supine position, the extremity is 
elevated 60 to 90 degrees above the horizontal for the 
i uce ischemia (thirty 
seconds to three minutes). It is then allowed to hang 
appearance reactionary ru two to 
minutes). The leg is then held in the horizontal position 
for three to five minutes. This cycle is repeated for 
one-half hour to one hour three or four times a day.“ 

Sanders devised an apparatus which aut 
and continuously rocks the ted through an of 

60 degrees at a slow, regular rate. Patients soon learn 
to lie and sleep on this device without experiencing any 
discomiort. It is particularly valuable for those patients 
in whom the effort required for the performance of the 
In many patients it 


during prolonged periods of rest in bed. 
It may be used either continuously or for intermittent 
periods during the day, by itself or in conjunction with 
other measures.“ 

Other Vasodilating Technic.—Histamine and acetyl- 
heta-methylcholine chloride applied by iontophoresis 
will cause cutaneous vasodilatation and can therefore be 
employed for the treatment of vascular dis- 
eases. Both these drugs are useful for the care of 
indolent _ ulcers. Acetyl-beta-methylcholine chloride 

iontophoresis is particularly important in the present 
limited therapeutic armamentarium for use against 
scleroderma. It can cause symptomatic improvement. 
Asbestos paper or gauze soaked with histamine acid 
phosphate (1: 1,000) or acetyl-beta-methylcholine chlo- 


14. Starr, I., pase 
— ider Disease, Proc. Soc. Exper. & Med. 28: 166 
Nov. 


n The Circulatory Disturbances of the Extremities, 


snd’ Peripheral V Vascular Diseases: 
A. M. A. 206: 916 (March 
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,5-imidazoline).*" It has been 


Among the vasoconstrictors are tobacco (to 


di 


in the presence of skin ulcers—but it does not help the 
claudication. 22 
procedure for both conditions. 

Mechanical apparatus designed to an increase 
in peripheral circulation, such as for alternating 
negative and positive and for intermittent 

are now but little used. 
York, Paul Hocber, Ine 1947. 


S.; Pharmacological Therapeutic < 
Am. 11 Ur 19.36, 
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28. H and Rei M. 
(Dec. 
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Treatment of ascular Disease, Am. Heart 
24: 705 (June) 1936. 


rapidly as normal circulation. The danger of causing 
thermal damage is further enhanced if thermal sensa- 
tion is lost in the treated part. A good instrument for positive of a unidirectional source of current. 
mild and prolonged local heating is the thermostatically negative pole is connected to a large dispersive pad 
controlled foot cradle, the air temperature of which is placed on the back, or elsewhere on the body. Oint- | 
usually maintained between 88 and 95 F.“ When more ments may be used instead of solutions. Details of : 
i methods of heating are , as with technic must be followed carefully in order to avoid ö 
burns, which can be exceedingly resistant to healing. 
Carbon dioxide baths will also cause vasodilatation. | 
It is claimed that carbon dioxide and oxygen are 
absorbed by the skin. Benatt has stated that carbon- | 
dioxide-containing baths lead to me pt and an 
increase of the velocity of blood flow of the subcapillary 
venous plexuses." 
In cases in which the local circulation is greatly com- Recently, drugs have been introduced which exert 
used. as indicated by a discoloration of sudden adrenolytie and sympatholytic actions. Their vaso- 
dilator effects can be readily established by plethysmo- 
graphic and skin temperature observations. They 
include tetraethylammonium chloride, dibenamine 
(N. N- di ine“ 
(2-benzyl-4 m for 
many years lation. 
These incl a Yisalicync acid.“ 
suffering from thromboangiitis obliterans 
are particularly allergic) “ and caffeine. 
Sympathectomy is advocated by some surgeons if 
a preliminary paravertebral block is followed by evi- 
dence of increased cutaneous circulation in the foot.” 
Temperature studies failed to reveal any increased 
blood flow to the muscles of the leg after sympathetic 
when cutaneous circulation is deficier partic: 
eres pain. is Said to Feta ecalcincation 
‘Arteries, Proc. Staff Meet, Mayo Clin. 71 449, 
23. Bierman, W.: The Temperature of the Skin Surface, J. A. M. A. 
206: 1158-1162 (April) 1936. 
24. Harkavy, J. Herbald, S., and Silbert, S.: Tobacco Sensitiveness in 
Thromboangiitis Obliterans, Proc. Soc. Exper. Biol. & Med. 30: 104 
Get.) 1932. 
— 
25. White, J. ¢ 
Extremities with F 
J. J., and Scott, 
strictor Activity in wer Extrenucs, J. Cin, Inve 7 
(Oct.) 1930. 
26. Friedlander, M.; Silbert, 8. Bierman, W., and Laskey, N. 
Differences in Temperatures of Skin and Muscles of the Lower Extremi- 
— Following Various Procedures, Proc. Soc. Exper. Biol, & Med. 
38: 150, 1938. R. T.: Observations on the Blood Circulation in 
J. 
17 1936, 
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a recent editorial in THe JouURNAL oF THE AMERICAN 
Mepicat Association, approximately 4,000 cases of 
human brucellosis are 


ayy 


rare in man. We 


A few words about the history of brucellosis are 
in order. In the British Army Medical Department's 
statistical report of 1861, published in 1863, Marston 
first differentiated Malta fever from the other Mediter- 
ranean fevers. The causative organism of Malta fever 
Arch. Pays, Therapy 54, (Oct) Cold, 
Orthopedic 


— 1455 — Surgery at the Ninety-Eighth 


and Dr. Ivins, 
) and the Sec- 
1. C 


ur rent Comment: in the United States, J. A. M. A. 
2. Huddieson, I. F.: Brucellosis in Man and Animals, New York, 


June 10, 1949. 
surgeon); the Division of Medicine (Dr. 


J. X.: 


3. Marston, Report on Fever (Malta), Army M. Dept. Statist. 
Rep. 3: 486-521, 1863. 
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Clinically, the whirlpool bath has shown itself to be remote regions (as the skin of the foot).* The 
of value, even though objective evidence of increased practical application of this objective evidence is to 
circulation has not been observed following its appli- emphasize that those who are required to work in 
cation.” We have observed the healing of persistent, low temperatures should be warmly clothed all over. 
indolent ulcers occurring on a thrombophlebitic or 
arteriosclerotic basis (with or without diabetes) follow- — 5 
ing the use of the whirlpool bath medicated with sulfa- Physical measures play an important part both in | 
the diagnosis and in the treatment of peripheral vascular 
diseases. In a large percentage of cases relatively 
simple procedures, such as those commonly employed 
PROPHYLACTIC MEASURES in clinical inspection and palpation, prove adequate for 
As Linton has pointed out, peripheral arteriosclerosis — and uncomplicated devices, such as hot water 
is increasing in frequency because of the advancing age — heating pads, electric blankets, lamps, whirlpool 
of the general population. He therefore has considered exercise and hygienic measures, are adequate for 
it of importance that “There appears to be definite ‘"eatnient purposes. | Some persons who have peripheral 
evidence not only that the extremity derives an immedi- the special disciplines which 
ate benefit from this form of treatment (sympathec- of thi — loped for the diagnosis and — 
tomy) but also that it is the best protection that can f — — These measures may be of service 
he given to prevent serious vascular disorders with n the prophylactic care and for the comfort of the 
gangrene in old age. In other words, it appears at elderly person and for the subject who shows subclinical 
present writing that the symptoms and signs of periph- signs of inadequate peripheral circulation. 
eral arteriosclerosis may be reversible if sympathectomy 471 Park Avenue. 
is performed early in the course of the disease and FPV 
i > thetic rectomy is sufficiently 
ifficiently INFECTION OF THE HIP BY BRUCELLA SUIS 
Inasmuch as there are undoubtedly many elderly MARK ©. COVENTRY, M. 0. 
persons with mild symptoms of failing peripheral circu- e C. IVINS, M.D. 
lation who would not submit to sympathectomy, it DONALD u. NICHOLS, M.D. 
might be worth while to consider other nonsurgical one 
preventive measures. Fundamentally, the problem LYLE A. WEED, M.D. v1 
involves the entire subject of the aging human organ- Rechester, Mina. 194 
ism. From this point of view, other considerations, nnn of the tumen betes ty 2B 
ng by Brucella organ- 
— mpd of a high c ao See ean isms is common in the United States. According to 
elderly person might be advised to avoid use of tobacco 
and caffeine and encouraged to take a drink of wine or 
whisky. Exercise could be prescribed within the limits =~ a 
would be neither vigorous nor prolonged. Maintenance K * —. * — that locali 
of body temperature with a minimum of metabolic of Brucella Such 
effort could he accomplished by warm climatic sur- cal lesions ome teem — . — * 
roundings and by warm clothing when the environment Ciallv in those i lated with 1 la 2 
was inclement. At night, the use of mild warmth wel 12 
secured from thermostatically controlled sheets or liti mdviliti 1. 2 hitis and 
blankets might well encourage the of blood to %Äͤ-8!́ 
rage of the spleen, liver, lymph nodes and other soft tissues. 
peripheral blood vessels and so be of value not only Destructive bone and joint lesions have also been noted 
to the elderly person's legs, but also to his joints —— — relatively 
herein to report a case of 
of the hip joint, diagnosed by ; 
ic means and successfully 


BRUCELLA INFECTION 


— 


was discovered by Bruce * in 1887. He obtained the 

specific organism at necropsy from the spleens of human 
patients who had died of Malta fever. In 1897 Bang 
in Denmark discovered the organism which causes 
abortive fever in cows, but it was not until 1918 that 
Evans demonstrated the similarity between the organ- 
ism of Bang’s disease and that of Malta fever. Traum’ 
in the United States isolated the organism Br. suis in 
1914 from the fetuses expelled prematurely from sows. 
Bang’s disease, Malta fever, undulant fever and brucel- 


ing . previousl 

is known to localize in certain of the tissues. A general- 
ized of polyarthritis was carefully described in 
1930 by Hardy and associates.“ In an article published 
on a study of Brucella infection in Iowa, they noticed 


that 32 per cent of 375 patients had arthralgia. Less 
than 2 per cent, however, had actual inflammation of 
the joints. A similar study by Swartout® in 1937 
revealed that of 271 patients observed in Southern 
California 37 per cent had joint pains. I , 
44 per cent had backache and 39 per cent had pain in 


5 
3 


remember that muscle and joint pains 
| frank arthritis may be dominant features of 

They also stated, as we shall discuss later, 
are ily 
unless the peculiar cultural requirements for 


Goldſain in 1938 attempted to prove relationship 
between chronic, apparently rheumatoid, arthritis and 
brucellosis. He studied 50 patients who had rheumatic 
disease by means of agglutination, opsonocytophagic 


cutaneous, opsonin reactions. In 
1941 Green and Goldſain's 
observations. They studied 50 patients at the Uni- 
versity Hospital, Ann Arbor, Mich. Twenty-five of 


Bruce, D.: Note on the Discovery of a Micro-Organism in Malta 
„Practitioner 30: 161-170 (Sept.) 1087. 


201 1005-1104 (Jan.) 1939. 


and Undulant Fever: 
2111-114 (April) 1938. 
T ot Ankylosing 
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these patients had typical rheumatoid arthritides. 
Brucellosis did not exist in any of the first group. In 
the second group there were 3 certain cases and 6 


purulent inflammation of the joints. In 1937 Hardy 
stated that in the study of the lowa cases of brucellosis, 
arthritis was rare in the milder bovine infections but 
was rather common in the porcine strains. He stated 
that one third of the cases in Iowa were of the porcine, 
or Br. suis, variety. As previously stated, arthralgia 
was noted in 36 per cent of these. It was a prominent 

however, in only 7 per cent. Usually, multi- 


Hardy did not mention involvement of the hips. Com- 
plete subsidence of the arthritic manifestations without 
a residual was the rule. He stated that eroding sup- 
purative arthritis was encountered occasionally, but 
only in the spinal and wrist joints in his experience. 
N 9 2 as a complication of brucellosis was 

first reported in 1928 by Baker.“ He described a case 


direct smear. 
a second case of 


: 0. Spin 
iliac arthritis due to Brucella infection. 


ional cases of 2 Brucella — 


A. V.: Arthritis in — 
orth America. pes 1747- 1749 (Nov.) 1937. 
Intermittent Hydrarthrosis as a Complication 
rr. Physicians 43; 285-287, 1928. 
1 Intermittent Hydrarthrosis Associated with Undulant 
Int. Med. 1431-1436 (April) 1936. 
17. Steinberg, C. I.: Brucellosis as a Cause of Sacroiliac Arthritis, 
238: 15-19 (Sept. 4) 1948. 
of Muman Brucellosis with — 
reatment, Ann. Int. Med. 38: 238-258 ease) 
19. 5 ed and V T. H.: Undulant (Maka) F 
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probable cases of brucellosis. Their conclusions were 
that brucellosis seldom, if ever, causes chronic non- 

is are con climically synonymous, Preference 
in the past several years having been placed on the 

term brucellosis. 

The clinical picture of brucellosis is generally well joints were inv . pain shitting irom one jom 
known. Specific bone and joint complications, how- to the other. The knees, elbows, ankles, shoulder, 
their rarity and partly because of the difficulty in mak- 

showing all the characteristics of hydrarthrosis, in 
which the patient suffered from infection by Brucella 
melitensis. The knees swelled at seven day intervals. 
The fluid was withdrawn, and microscopic examination 
disclosed many small gram-negative diplococci on the 

— m a patient suftering trom 
undulant fever, though Sharpe did not succeed in cultur- 
ing Brucella organisms from the synovial fluid, the 
blood or the urine. The agglutination was positive in 
a dilution of 1: 400 to 1: 500. 

In 1948 Steinberg reported a case of localized 
sacroiliac arthritis in a Doctor of Veterinary Medicine, 
aged 30 years. Involvement was of the left sacroiliac 
joint. The patient's agglutination titer was from 1 : 320 

and cutaneous tests. Thirty-one patients were said to Pg case of sacro- 

have active brucellosis and 5 were said to have showed 

acquired immunity. In 1943 Goldfain reported 18 The first proved case of Brucella osteomyelitis was 

cases of ankylosing spondylitis, of which 5 were reported by Kulowski and Vinke from the Steindler 
Clinic in 1932. The patient suffered from suppurative 
spondylitis, and Brucella organisms were cultured from 

re 
of 

— — — — 

4. 

Fever * 

5. I „ cit Hardy, Jordan, Borts and Hardy. 1s 

6. Evans, A. C.: Further Studies on Bacterium Abortus and ed 
Bacteria: II. A Comparison of Bacterium Abortus with f 
Bronchisepticus and with the Organism Which Causes Malta 
Infect. Dis. BB: $80-593, 1918. 

7. Traum, J., cited by Huddileson.* 

. Hardy, A. V.; Jordan, C. F.; Borts, I. II., and Hardy 
Undulant Fever, with Special Reference to a Study of Brucella 
in lowa, Pub. Health Rep. 4% (pt. 2): 2433-2476 (Oct. 10) 19 

9. Swartout, II. O.: Undulant Fever in Southern Californi 
—- on the Signs and Symptoms, M. Rec. 145: 319-321 ( 

10. Hench, P. S.; Bauer, W. Dawson, M. H.; Hall, F.; Holbrook, . 

W. P., and Key, J. A.: The Problem of Rheumatiem and Arthritis: 

Review of American and English Literature for 1937 (Fifth Rheumatiom 10 

Review), Ann. Int. Med. 22 (pt. 8 

11. Goldfain, E: Chronic Arthritis Their tit 
Interrelationship, J. Oklahoma M. A. D. Surgically Treated, J. A. M. A. er 1656-1659 (Nov. 12) 1932. 

e Brucellosal ylitis, 0. Steindler, A.: Orthopedic Complications of Brucellosis, J. lowa 
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1541. Surgery 9: 525-529 (Sept.) 1947. 
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SEPTIC, MONARTICULAR ARTHRITIS 

In 1932 a thesis was ished which had been 
written by Strachan in 1911 and submitted to the 
University of Glasgow, Scotland. In this thesis was 
reported 1 case of psoas abscess probably due to caries 
of the lumbar vertebrae. The patient was suffering 
from brucellosis. In this same thesis Strachan reported 
joint effusion in 15.3 per cent of brucellosis cases 
reviewed and cold abscesses in 1.86 per cent. We find 
here mentioned for the first time involvement of the 
hip joint by brucellosis. Strachan reported a case of 
hip joint disease requiring treatment in bed with exten- 
sion. He also stated that a Dr. A. Garrow * of Steytler- 
ville, Cape Colony, recorded in 1910 a case of undulant 
fever followed by hip joint disease. 

O'Donoghue ** published in 1933 an exceedingly sig- 
nificant case report of a girl aged 12 years, whom he 
saw while she was acutely ill and while she was suffer- 
ing from excruciating pain in the region of the right 
hip. The agglutination test for Brucella organisms was 
positive in a dilution of 1: 160. Roentgenograms 
showed slight cloudiness in the right hip joint with 
probable bulging of the capsule. Radical drainage was 
done and a large amount of pus was evacuated. Cul- 
tures of this pus showed Br. melitensis on the ninth 
day. Solid bony ankylosis ensued after several months 
of plaster immobilization. This is the first reported 
case of septic monarticular arthritis proved by the 
isolation of the organisms (except for the “suppurative 
spondylitis” previously reported by Kulowski and 
Vinke.“ This is not actually a monarticular arthritis, 
but disk and vertebral involvement ). O'Donoghue went 
on to state his opinion that in the Middle West septic 
joint involvement may often be due to Malta fever and 
that joint infections from this cause are probably com- 
moner than has been suspected, because the differential 
diagnosis between septic monarticular arthritis of non- 
specific origin, tuberculous arthritis and some of the 
other types might easily be overlooked. 

In 1936 the second case in this country of monarticu- 
lar septic arthritis due to brucellosis was reported by 
Kulowski.“ The patient, a man aged 32, was a stock 
buyer. & painful swelling of the wrist developed three 
months after onset of constitutional symptoms diagnosed 
as Malta fever. The agglutination was positive for 
Br. suis. Surgical drainage was done. There is, how- 
ever, no report of any cultures of fluid from this joint. 
One must certainly assume that the infection was due 
to brucellosis. In 1946 Ramseyer * of France reported 
a case of severe arthritis of the hip due to Bang’s 
disease. Agglutination titers were positive on two 
occasions, in dilutions of 1: 20 and 1: 1,280. The roent- 
genologic appearance of the head of the femur was one 
of severe destructive arthritis. Material for cultures 
was not obtained. 

One can therefore see that the reports of monarticular 
arthritis due to brucellosis are rare. The case of 
O'Donoghue ** is the only one apparently proved by 
recovery of the organisms from the joint and cultures 
of these de organisms. From our observations, we feel 


— — 


Strachan, P Rone Abscess Following Undulant Fever, Brit. 
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certain that the incidence of monarticular arthritis due 
to Brucella infection is much greater than has been 
suspected and a great deal higher than can be proved. 
One must first suspect the disease, and then the organ- 
isms must be cultured from the joint (or, next best, 
from the blood or bone marrow) before a definite 
diagnosis of Brucella arthritis can be made. An aggluti- 
nation of 1: 100 or more is but it hardly 
proves that the arthritis is due to Brucella unless the 
organisms are recovered, and recovery and growth of 


the organisms is often difficult. 


operative day he went home. The incision 
but he felt well. r 
developed in the right groin. He walked on crutches and the 
pain gradually subsided, though it never left completely. Two 
weeks before admission he was working in the fields when he 


dectomy. Examination at the time of admission — 
localization of his pain to the right thigh and groin. His 
temperature was 996 F. He appeared chronically ill and in 
pain. Cervical, axillary and inguinal lymph nodes were slightly 
enlarged. The results of general examination were normal 


REPORT OF CASE 

An unmarried farmer, aged 22, was admitted to the Mayo 
Clinic June 22, 1947, complaining of pain of eleven weeks’ 
duration in the right thigh. He stated that on March 10. 1947, 
fourteen weeks before admission, he had had a gangrenous 
appendix removed by a surgeon in the locality of his home. 
On the fourth postoperative day pain had developed in the right 
groin. The pain lasted only twenty-four hours and then dis- 
appeared. On the tenth postoperative day he had a similar 
to his local hospital. It was then noticed that he had a tem- 
perature of 9 to 102 F. He had been given penicillin and 
one of the sulfonamide drugs for two weeks prior to admission. 
The past history was noncontributory. There were no 1 
extremely painful. There was obvious quadriceps muscle 
atrophy. The result of abdominal examination was nor- 
mal. There was tenderness in the upper medial aspect of 
the right thigh with low grade fever. Hip motions on the 
right were restricted. 
During the patient's stay in the hospital he did not have 
a temperature of more than 99.6 F., except on one day when it 
went to 101 F. A summary of his laboratory findings during 
his course in the hospital showed the urinalyses to be all normal. 
The concentration of hemoglobin on admission was 13.2 gm. 
per 100 cc. of blood. Erythrocytes numbered 4,400,000 and 
4,700,000 per cubic millimeter of blood on two occasions. On 
admission leukocytes numbered 8400 per cubic millimeter of 
blood. They varied between this figure and 4,800 during his 
stay. The differential blood cell count the day after admission 
showed 28 per cent lymphocytes, 5.5 per cent monocytes, 
64.5 per cent neutrophils and 2 per cent cosinophils. Twelve 
days later a repeat differential showed 24 per cent lymphocytes, 
16 per cent monocytes, 56 per cent neutrophils and 3.5 per cent 
eosinophils, with 0.5 per cent basophils. Variations in the 
sedimentation rate were interesting. The day after admission 
it was 64 mm. per hour (Westergren). Thirty-three days later, 
it had fallen to 23 mm., cighty-two days later to 4 mm. and 
when the patient was last seen on Dec. 8, 1948 it was 2 mm. 
per hour. The flocculation reaction for syphilis was negative. 
The Mantoux reaction was 2 plus, using single strength purified 
protein derivative. Brucella agglutinations were positive on 
the eighth day after admission at 1:00. They remained positive 
at 1:800 for approximately five months, when the titer fell to 
1:200. One year and five months after the patient was admitted 
the titer had fallen to 1:80. The agglutinations for typhoid, 
paratyphoid and proteus X 19 were negative. Blood cultures 

r for Brucella were negative eleven days after admission, three 
months after admission and six months after admission. Roent- 
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may persist for an indefinite years and be 
falsely interpreted in the course of an acute illness 

ing later and due to some other agent. Agglu- 
tinins commonly develop during the course of the ill- 
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in the 


ben Weeks Weeks Years Days 
Fig. 4.--Changes in Brucella agglutination and sedimentation rate. 
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Therapy in Brucellosis, Bull. U. Army M Devt + 221-22 (Feb.) 
1947. Spink, W. W.; Hall, W. M.; J. M., and Braude, A. I.: 
Human Mrucellesis: Its Specific with a Combination of 
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was 1:80 (fig. 4). We considered him cured, although because tures required three or four weeks’ incubation for pri- 
of the obvious involvement of cartilage at the time of biopsy, mary isolation. Br. abortus usually 1 2 
a note was made on his record that future hypertrophic arthritis dioxide, at least for primary isolation. Since the gas 
was a strong possibility. will not retard the suis and melitensis species, it is well 
DIAGNOSIS AND BACTERIOLOGY material is con- 

The diagnosis of brucellosis may frequently be sus. and many urine specimens, the material is best inocu- 
pected on the basis of history and general Clinics lated in quantity on t ose or meat infusion blood 
observations but can be established with certainty — agar plates and ‘ncubated | in an atmosphere containing 
by bacteriologic procedures. Some investigators a carbon dioxide. Animal inoculation (guinea pig) may 
considerable importance to the opsonocytophagic index, sometimes be used to advantage, especially if there is 
skin testing with brucellergen” or agglutinating a much contamination, but it must be recognized that the 
known organism with the patient's serum. However, animals may not show gross ic features 
requires such painstaking laboratory technics and has spleens may show many colonies of Brucella. Many 
such limited value that it is seldom available in even times the lesions in the liver or spleen may grossly 
the more completely equipped diagnostic laboratories. resemble those of tuberculosis. Therefore one must 
The skin test is an allergic reaction similar to the always culture the spleens of the animals and isolate the 
tuberculin reaction and depends on the patient’s having 
developed sensitization at some time prior to the test. 
Also, as with tuberculosis, the duration of sensitization 

Brucella agglutination Sedimentatson rate 
— 
i — isolate organism may frequently occur 
v1 
194 
23 

ness, but the rate of development and the final titer vary herefore becomes necessary 
so that the agglutination reaction may be negative even studies on the biopsy speci- 
when the organism has been proved to be present by that the surgeon should 
isolation in pure culture. In some instances it appears fluid as possible and see 
that “agglutinin-blocking antibodies” may develop, s get to the hacteriologist for 
which will prevent agglutination in the usual manner thorough hacteriologic study. 
unless the serum has been heated to 56 C. for fifteen 
minutes. In other cases the agglutinins may be present TREATMENT 
in significant titer (1:80 or more) as a result of a This patient was treated with a combination oi 
previous infection from which the patient has recovered streptomycin and sulfadiazine. The results which we 
or as a result of his having received either a brucel- have obtained with this method of treatment have been 
lergen® skin test recently or Brucella vaccine therapy reported in detail elsewhere.“ That this combination 
on a so-called therapeutic-test basis. It has recently of drugs is a satisfactory method of treating brucellosis 
been shown that members of the military forces who has been demonstrated by numerous investigators.” 
had received cholera vaccine might have significantly In the average case of acute brucellosis with bacteremia 
high titers of Brucella agglutinins. Serologic informa- we have obtained good results using streptomycin and 
tion in a given case can therefore have only limited sulfadiazine simultaneously over a period of twelve to 
diagnostic value, and conscientious efforts should ~~ 222 
always be made to isolate the organism. Streptomycin and ‘Suliadiasine in the Treatment of Brucellons, M. Cin 

The isolation of Brucella is usually accomplished by Amirica, 1079 Combined Strep 
inoculating blood, pleural or abdominal fluid, or urine and Sulfadiazine Treatment in Brucellosis, J. A. M. A. 1861 1053-1055 
if uncontaminated with mixed flora, into tryptose broth and 
under 5 to 10 per cent carbon dioxide and incubating 
at 37 C. In our experience growth will usually begin 
to appear in two to four days; sometimes six or eight | — . l 
days are required. Some authors have found that cul- — pet 
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is ciency includes polyneuritis (dry beriberi), cardiovascular dis 
the turbances and edema. In severe deficiency, acute cardiac failure 
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fourteen days. In chief complaint. This N 
disease in which chre era 
rucella arthritis, 
bone or joint 
longer period of t ation, bactericidal, skin 
toxic effects have be tests are not always 
ing administration 0 ion as brucellosis, the 
have continued admi as been cultured from . 
four weeks. The 0 
usually 1 Gm. e can be accompa | 
doses. Neurotoxic r one is in the 
. . ective antibiotic 
when this dose is affected by penicillin. 
same period; in sc xcellent result obtained 
sulfadiazine was ad ptomycin in the reported 
each with a short use of a combination 
Inasmuch as this pat p recently at the Mayo 
it would appear t 
ble for the excellent — —— — 
In general the res 27 to 6,073 new cases 
of streptomycin and a, Illinois, Texas and : 
However, there ha have been reported in 
recurrences. Also, t algia are present in 
when these drugs y 1 
* In 
make this method —— 
use. At the presen wement, and permanent 
mycin and dihydros is reason the attention 
man and by H been directed toward 
a more effective n ic clinical signs. The 
Brucella and a meth« ors have described are 
of toxic reactions. tive blood culture can 
cent of the cases, and 
0 : recovery of the organism trom synovial fluid is even rarer. 
1. A case of septic . caused by The authors have stressed the fact that an absolute diagnosis 
Brucella suis infection has ted in detail. can sometimes be made only by a bacteriologic examination of 
2. The diagnosis of Brucella arthritis is extremely affected tissues. The combined use of streptomycin and sulfa- 
difficult because of the problems involved in recovering diazine has been the most efficacious treatment. It seems 
the organisms. probable that aureomycin will eventually replace these drugs 
3. If looked for. the B la ** in the treatment of brucellosis. We are indebted to the authors 
* * rucella organ ound for their clear and comprehensive presentation of this subject 
occasionally in the most unexpected places. and for their warning that orthopedic surgeons may at times 
4. In the present case, at le pn to recognize and treat this disease. 
be found only in the tissue and nk B. Coventry, Rochester, Mi " 
5. An apparent cure in thi biopsy in all cases of me 
with the combined use of strept should not be assumed 
effort should be 
e itis. In doing this I 
tissue and inspect t 
Da. k. B 
chemotherapy 
types of pyarth 
phylococcic or 
Acute gonogggss 
of joint 
ificance. In 
ity. Subclinical 
939 Menefee and 
University stuc 
positive skin 
brucellosis 
has estimated * 
a year. Ag defi- 
joint or muscle 
about 10 per cent of the cases of brucellosis 
- Heilman, F. &.; Combined Treatment w digestive disturbances and constipation have been reported as 
Pree Met. Man Che manifestations. Grace A. Goldsmith, Chemical Measure- 
. Herrell, W. K., and 
ii 
Proc. Staff Meet., Mayo Clin. 94 ee 


Special Article 


CONTROL AND ERADICATION OF BRUCEL- 
LOSIS IN ANIMALS 


Report Ne. 1 of the Netione! Research Council, Committee on 
Public Mett Aspects of Brucellosis 


In the United States the policy of attempting to 
eradicate important livestock diseases has been adopted. 
The over-all philosophy has been, whenever possible, 
to live without rather than with many of the diseases 
which affect domestic animals and especially those 
transmissible to man. The policy has been economically 
sound. As a portion of the program, brucellosis of 
cattle and other domestic animals has received wide 
attention during the past fifty years. The Committee 
on Public Health Aspects of Brucellosis was appointed 
to review the pertinent information about brucellosis 
and to formulate the report * follows : 

From available figures provided by cooperative fed- 
eral-state records of the — and eradication of 
bovine brucellosis, approximately 5 per cent of the 
adult female cattle in the United States are affected 
with brucellosis. Therefore, at least 1,300,000 dairy 
and 800,000 beef cows are involved. These 2,100,000 
infected cattle are confined to about 20 per cent of the 
herds throughout the country. From these figures and 
with the use of prices as of the fall of 1947, it was esti- 
production, fewer veal calves j 
ments of dairy cows is approximately $92,000,000 

No federal-state figures are available for the inci 
dence of brucellosis in swine, but from packing house 
surveys it is estimated that between 1 and 3 per cent 
of the total number are affected. 

Brucellosis has proved to be one of the most difficult 
disease problems. There are many reasons for this, 
all of which must be understood if the Brucella threat 
to livestock economy and public health is to be curbed. 
The livestock disease problems with which we have 
dealt previously were solved largely by careful study 
and trial of various control and eradication plans. 
When the best plan had been developed, it was adhered 
to until the disease had been controlled successfully. 
With brucellosis, no single plan has proved effective 
under all conditions. It has been a real task for some 
leaders in the eradication of brucellosis to adjust them- 
selves to this situation. The tendency has been to go 
all out for one particular approach rather than to face 
the fact that a modification or another plan might be 
more suitable. The confusion which has existed is 
to be attributed largely to the different veterinarians’ 
ardent sponsorship of different plans. In most cases 
a willingness to the known information on bru- 
dogmatically to a pet plan 
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would result in less confusion of both the owner and 
the veterinarian. 
on basic procedures and on a nationwide * 
of them. Instead of t her on the control 
in the easier method of criticizing 


which intensive control 
losis have been attempted on a nationwide scale. 
In the beginning the emergency was cattle surplus. 
Of late years the emergency has been scarcity. The 
surplus was related more to poor distribution and lack 
of purchasing power of the people than to excessive 
numbers of animals, and the shortage has been the 
result of demand and not actually fewer animals. Dur- 
ing the period of surplus there were more owner 
demands for help than could be handled, even with the 
largest number of regularly employed veterinarians in 
history. As the change from a surplus to a scarcity 
occurred, the change from a large number of available 
veterinarians to the most serious personnel shortage 


through. When dealing with infectious diseases, one 
must continue with sound methods of control and eradi- 
cation long after the average owner believes that the 
disease has been eliminated from his herd. 

During this period of surplus and scarcity there has 
been an accelerated traffic in animals. This shifting 
and intermingling of animals between herds is one of 
the most serious obstacles to the control and eradication 
of any infectious disease. With a steady increase in 
sales barns, truck transportation and even air transpor- 
tation, this increased traffic in livestock is probably here 
to stay. 

Often there is open conflict between agricultural 
economics and the public health aspects of brucellosis. 
Here, again, is further evidence that there must be 
sound local administration in order to smooth out these 
differences and establish a workable over-all plan for 
the area in question. 

From the foregoing statements it is obvious that 
many factors besides scientific knowledge operate in 
a disease control and eradication program. However, 
some facts about brucellosis which warrant enumera- 
tion have been acquired through observation and 
research. These are as follows: 

1. There is no longer any doubt that a disease of 
domestic animals caused by members of the genus 
Brucella is being transmitted to man. 

2. No successful practical method of treating bru- 
cellosis in animals has been found. 

3. The standard serum agglutination test is an effi- 
cient but not perfect method of diagnosis. 

4. There is no satisfactory practical method of dif- 
ferentiating between the ination reaction of the 
serum of an animal that been vaccinated with 
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. w. SPINK, ub. Cheirmen cussion of details which should be left to the persons 
L. M. WUTCHINGS, d wn, PhO. closest to the work. 
c. K. MINGLE, v. A state of emergency has existed for one reason 
c. . LARSON, M.D. or another during nearly the entire period of fourteen 
= 
C. . JORDAN, M.D. 
Weshingten, 0. C. 
ond 
ALICE c. EVANS, Ph.D, Consultent 
Chevy Chase, Md. 
experienced in any livestock disease eradication pro- 
gram also occurred. The result of this demand and 
personnel change has been a decrease of concerted 
effort. The effort has been spread too thinly. In 
many cases initial advances have not been followed 


strain 19 and that of the serum of 
fully virulent Brucella 


or caretaker of the animals gives his full cooperation. 
Brucellosis can be eliminated from an area as well as 
from a single herd. 

6. No disease of animals has ever been either con- 
trolled or eradicated until the carriers have either been 
destroyed or restricted in their movement. Failure to 
recognize this often results in the spread of brucellosis 
instead of its eradication. 


7. To carry out a successful campaign against bru- 
essential. 


8. The complex natural course and self-limiting char- 
acter of the symptoms of brucellosis have resulted in 
more misinformation than has been encountered with 
any of the livestock diseases thus far controlled. 


9. The nature of brucellosis is such that when an 
attack occurs the owner usually sustains heavy losses, 
regardless of any assistance; therefore, the objective 
should be to locate the infection before its rapid spread 
occurs. To do this, it is necessary to depend on the 
best means of diagnosis available at present—the agglu- 
tination test. Prevention and not treatment should be 
the aim. 

10. All Brucella-iniected females do not ag but 
all must be considered potential spreaders of the 


11. In order to provide added incentive 10 initiate 
disease control and to continue the efforts long after 
the owner may believe the job has been completed, it 
has been necessary to spend public funds to aid in 
deiraying some of the expense to the owner. 

12. Brucellosis is primarily an animal to animal con- 
tact disease. The infected animal is the source of 
Brucella infection of other animals or of man, either 
directly or indirectly. 

13. Although Brucella abortus commonly infects 
cows, Brucella suis swine and Brucella melitensis goats, 
any one of the three types of Brucella may infect all 
these and other species of domestic animals. This fact 
requires recognition in control programs. 

14. Young animals are less likely to contract perma- 
nent brucellosis than older animals. Susceptibility 
increases with age, up to a ong: „ the period of 
the first pregnancy is he period a most 
susceptibility 

15. Brucella abortus strain 19 vaccine creates a 
measure of resistance when injected into cattle. Heifers 
4 to 8 months of age usually develop fair resistance 
but not complete immunity after vaccination. This 
resistance decreases with time. A few vaccinated 

heifers may become permanent reactors. Non- 
infected ed heifers and cows of breeding age also develop 
some resistance after vaccination, but a high percentage 
of such older animals become permanent reactors after 
vaccination, as demonstrated by the serum agglutina- 
tion test. 
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16. No suitable vaccination has yet been advanced 
for brucellosis of swine, goats, sheep or horses. 

17. Strain 19 vaccine has not been shown to have 
curative properties. 

18. All available evidence supports the view that 
vaccinating calves with strain 19 does not set up a 
transmissible animal infection. 


19. Vaccination properly falls in 4 
other 
means of control. 


20. There are essentialy five fundamental 
infectious disease : 


(a) Diagnose the infection. 
) Eradicate the infectious agent. 
(c) Eliminate the susceptible host (immunization). 


~ Maintain the infected animal and the suscepti- 
host apart from each other (isolation). 


Apply therapeutic measures. 
Since no successful practical therapeutic measures 
are available as yet aye brucellosis, the application of 
sary. 

21. In view of the worldwide distribution of bru- 
cellosis in animals, recognition should be given to the 
importance of establishing and maintaini 
restrictions on foreign importations that will minimize 
the risk of introducing more infection into the country. 

With this brief outline concerning various aspects 
of brucellosis, certain general and specific recommenda- 
tions may now be made for a nationwide brucellosis 
control and eradication program. Again it should be 
understood that many aspects of administration must 
he left to the local authorities. 


BOVINE BRUCELLOSIS 

For the control and eradication of bovine brucellosis, 
this committee believes that the recommendations of 
the Committee on Brucellosis of the United States 
Livestock Sanitary Association—the so-called National 
Plan—should be accepted, and hence the essentials ot 
that report are reproduced here. 

Recommendations jor National Legislation. — The 
Secretary of the United States Department of Agri- 
culture should be authorized to promulgate regulations 
governing interstate movement of animals infected with 
or exposed to Brucella. 


Recommendations for State Legislation.—\. In the 
intial stages of the control of brucellosis in any area, 
the state shall sponsor a program when 65 per cent 
of the livestock owners possessing at least 51 per cent 
of the cattle have placed their cattle under any one or 
a combination of the four plans to be set forth in the 
following pages. Those owners not ——— shall 
not be compelled to come under the program. As 
control and eradication of brucellosis advance in a 
given area, the point will eventually be reached where 
the incidence of infection is very low. At that time 
the few ining vestiges or pockets of infection must 
he eliminated. When 75 per cent or more of the live- 
stock owners possessing 95 per cent or more of the | 
cattle in a given area sign up under any one or a com- | 
bination of the four plane, the vested sanitary official | 


141 
Nenne 5 
Brucella abortus 
an animal inf 
organisms. 
5. Brucellosis can be eradicated from any herd when 
the procedures best adapted to the particular herd are 
followed through under the direction of persons trained 1 
in the control of livestock diseases, provided the owner 


on the left jaw of every reactor, except registered pure- 


slaughter at points where state or federal inspection 
is maintained, except valuable purebred animals, which 
must be branded and may be allowed to move on i 
of state officials to other herds where Brucella infection 
is known to exist. 


if 
141 


been tested ſor brucellosis and 
reactive within thirty days prior to the date of 


: 


BRUCELLOSIS IN ANIMALS—SPINK ET AL. 


bet sists 


at the time of vaccination to state and federal coop- 
erating agencies, except beef cattle in range or semi- 
range areas, which may be vaccinated at not less than 
6 months nor more than 12 months of age, or 

(c) are in a brucellosis-free accredited herd or area 
at the time of sale. Accredited herd certificates shall 


provisions 
by the United States Livestock Sanitary Association 

and approved by the Bureau of Animal Industry. 
10. Legislation should be broad enough to authorize — 
state livestock sanitary authorities to promulgate, after 
— 


calves. This plan has the advantage of being a short time pro- 
gram, since many lightly infected herds may be freed and remain 
free from the infection after a limited number of tests. When 
herds whose serum tests show no agglutination are surrounded 
by heavy infection, the advantages of calf vaccination should 
be explained. 

Test-and-slaughter is recommended for infected herds in which 
the immediate removal of reactors will not cause serious eco- 
cedures, with prompt removal of reactors, thorough cleaning 
and disinfection of barns or buildings in which reactors have 
been kept, and retests at intervals not to exceed twenty days 
until the disease has been cradicated. 

The test-and-slaughter is likely to be unsuccessful 


: 
i 
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may require the remaining livestock owners individually 
to select and come under one of the four plans described 
herein. 
2. Reports must be made to the state and federal 
cooperating agencies, of all activities in connection with 
the disease, such as vaccinating and testing for agglu- 
tinins, on forms furnished by these cooperating agencies. * only ureau of Am ry, 
3. A permanent brand with the letter B“ not less United States Department of Agriculture, and state 
than 2 inches high and 2 inches wide must be placed 
to the premises where found, movement of these ani- 
Is being limited by permit of state officials t 
lic health authorities and veterinarians, regulations 
including the following methods of procedure for era‘i- 
cating brucgellosis : 
Plan A: Test-and-slaughter, with or without vaccination of 
4. All services in connection with the control and 
eradication of brucellosis should be made available to 
the owners without expense to them so long as funds 
are available for such purposes, except the handling of 
their cattle. When state and/or federal funds are not 
available, it is recommended that the breeder shall con- 
tinue his program at his own expense with his private 
veterinarian under the supervision of state and federal 
veterinarians. 
5. Only vaccine approved and manufactured under 
license of the Bureau of Animal Industry of the United 
States Department of Agriculture shall be used in any followed. Ho 11 
brucellosis control and eradication program. herds where cultable geemutions have 
6. Authorization shall be provided project workers 
to enter premises and perform like offices. alt vaccination s be encouraged in infected herds and 
: : , but should not be a substitute for sound itation and 
7. All phases of official brucellosis control and eradi- Tinagement Failure to follow sound Saar cae 
cation programs should be conducted under super VISION 0 far as replacements are concerned, accounts for most of the 
of full time state, federal, county or municipal veter- breaks in clean herds. Owners should be warned that, as is 
inarians. This provision is not intended to eliminate true in many other disease control and eradication programs, 
the practicing veterinarian but is intended to promote occasional herds do not respond satisfactorily. 
and include his services and to provide for supervision pin : Test, vaccination of calves and temporary retention 
of his activities by regularly employed veterinarians. _—_of reactors until they can be disposed of for slaughter without 
8. All vaccinated cattle should be permanently identi- ¢*¢essive loss to the owner under provisions of the law. The 
fied by tattooing a V' in the right ear, preceded by lere should be to dispose of reactors for slaughter as soon 
the numeral of the quarter of the year and followed 
by the last number of the year. Thus an animal vac- 
cinated in December 1947 should be marked “4V7." - — ra 
Or they — be hot — branded on the richt fe Plan C: Calf vaccination without test of any part 111 
CV” being used for vaccinated calves and “AV” for This plan should be confined to those herds in which the 
vaccinated adults. Special ear tags should also be used 
in the right ears of all vaccinated animals to aid in 
recognizing them. 
9. 
catt 
shall 
such cattle either 
reactors identified as provided for in paragraph 3, and vaccine 
administered only to brucellosis-free animals within ten days 
after completion of the official test. 
11. Reactors will be classified as under present policies 
fentined as providec j U j of the United States Bureau of Animal Industry, except 
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ment and interchange of swine are involved. _ However, 
are suggested as a guide for 


vot vaccination has be the om 
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proved blood lines have been de 
ine brucellosis, it i ective of the owner is the prod 
glutination test as of breeding stock. 
diagnostic procec ime required for disposition of 
able to use in det pend on whether the one litter or the two litter 
al animal. Thus, ployed. Naturally the two litter system will involve 
hf the control and ies, since numbers of swine alone will tend to 
solves itself into a a ontrol. A decrease of the numbers of breeding 
ual animal problem. This sable in plan 2. In either the one or the two litter 
of this em it is necessary that the infected parent swine be com- 
pletely and permanently segregated from the weaned and tested 
off spring. 

Plan 2 does not necessitate complete cessation of swine pro- 
duction at any time during the operation of the plan, but the 
chances of success are enhanced if the size of the herd is reduced 
during the period of segregation. 

BRUCELLOSIS IN OTHER ANIMALS 

Control and eradication of brucellosis - 
and horses probably do not require a : 
form program, but cognizance should . 
fact that these species may be affected an 
the disease to other domestic animals a a 

SUMMARY 
losis in animals is d 
ural economic viewpoint 
entire herd for slaughter. public health problem is 
ge or small, where the prin be measured in dol 
pork. It is quick, easy and present knowledge it 
six months may be necess rol and eradication 
der pigs and all, and to cle lent on prevention of 
1ipment. Replacements shot d to infected animals 
g Periodic blood tests s thereby are largely a veteri ( 
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DICUM AROL*—SEPTICEMIA DUE TO SALMONELLA 


Clinical Notes, Suggestions amd of iliness, despite the decreasing levels 


New Instruments 


for therapeutic purposes and (3) other patients with elevated 
sedimentation rates, but who did not require anticoagulants 


group with hematocrit 
avoid the possible effect of anemia on the 
METHOD AND PROCEDURE 

Five cubic centimeters of blood were drawn from the ante- 

cubital vein and placed in a test tube containing the Heller-Paul 

anticoagulant mixture (6 mg. of solid ammonium oxalate and 

4 mg. of solid potassium oxalate). The sedimentation rate was 


i 


y 
bin at therapeutic levels (5 to 20 per 
Dicumarol*® did not increase the sedimentation rate. In 
there was a gradual diminution in the sedimentation rate 


From the Medical and Laboratory Service of the Beth Isracl Hospital, 


New York 
1. Peters, II. R.; Guyther, J and Brambel, C. E.: Dicumarol in 
Acute Coronary A. 130: 398 (Feb. 16) 1946. 
Wright, The Dicoumarin 3,3’- Bis- 
(4-itydronycouma rin): Its Pha Therapeutic in Man, 
J. A. 120: {how 28) 1942. 


Effect of Heparin and Dicumarol Antico- 
Erythrocyte Rate, J. Clin. 


Mi. Year Grune) 


Also included in group 2 were 7 patients selected at random 
from our case record files, with acute 
with di 


7 
2 
171 


CONCLUSION 
Dicumarol* has no effect on the sedimentation rate whether 
given in therapeutic or somewhat larger doses. 


1. Baker, M. P., II 11. New England J. Med. 8337: 175. 


2. Fenner, F., and Jackson, 
3. Jones, H. I., and Fenner, F.: M. J, Australia 91 356, 1947. 


= 
SEDIMENTATION RATE sedimentati 
JOSEPH LITWINS, — 
MARRY VESELL, M.D. whe 
MILTON KISSIN, M.D. tion 
RA CONEN, M.D. 
ond 
ALSERT PAUL, B.A. G 
New York than 
The recent common use of dicumarol*® in patients requiring — 4 nical 
the determination of the sedimentation rate of erythrocytes course. The patients who were improving showed a gradual 
raises the question of how dicumarol® affects the sedimentation diminution of sedimentation rates, whereas in those whose 
rate. The little available information is discordant. clinical condition warranted it the sedimentation rate remained 
On the one hand, Peters, Guyther and Brambel! reported clevated. Dicumarol“ was given in daily doses to maintain the 
that, with dicumarol® therapy in coronary thrombosis, the hood prothrombin at therapeutic levels. 
sedimentation rate is increased by the drug to such an extent 
that it no longer serves as an index of healing of the damaged 
that the administration of dicumarol® is not accompanied with 
an increase in the sedimentation rate. Cosgriff* recently 
reported that the rate is not affected in normal persons. — — 
Falk.“ while stating that the sedimentation rate is affected, 
expressed the belief that the test has value. SEPTICEMIA DUE TO SALMONELLA ENTERITIDIS AND 
We therefore studied the effect of dicumarol® on the sedi- SALMONELLA BLEGDAM 
mentation rate in the following groups: (1) persons with 
normal sedimentation rates, (2) patients with myocardial infare- 29 — 
tion and elevated sedimentation rates who received dicumarol* —— we Vil 
194 
FRANK FENNER, 
for therapeutic purposes. We selected patients in this last New vert 
and 
A. V. JACKSON 
Melbourne, Austrebe 
In August 1947 two of us (M. P. B. and J. H. B.) published 
a paper entitled “Septicemia due to Salmonella Enteritidis” in 
the New England Journal of Medicine" In a footnote we 
measured in Wintrobe tubes. One reading was made at the — to 14 similar — * * been oy = 
end of 60 minutes. Prothrombin times were determined accord- ustralian general hospital at Port , oresby, — 
ing to the Quick method, with Difco thromboplastin. The waware that these cases had been included in a series of 
normal controls ranged between 12 and 14.5 seconds. 50 cases of infection due to Salmonella enteritidis var. blegdam 
Group 1 consisted of 12 persons with normal sedimentation Australian soldiers, the details of which were published in 
. he Medical Journal of Australia? in March, 1946. 
rates, 2 of whom were given one dose of SOO mg. of 
dicumarol* on the first day of the study only. The other 10 On clinical and epidemiologic grounds there was good reason 
subjects were given daily doses of dicumarol,* the amount to believe that the patients described in the two papers were 
depending on the prothrombin time. The daily dosage ranged infected with the same organism, and efforts were therefore 
from 50 to 300 mg. The sedimentation rates were studied daily made to compare the strains on which the specific diagnoses 
for seven days. The results showed that, despite the depression had been based. The single strain of Baker and Bragdon,' 
of prothrombin to as low as 3 per cent of normal, the sedi- strains from cases & and 10 of Fenner and Jackson? and N 8 
mentation rates remained normal. and N 9 of Jones and Fenner were examined by Drs. P. R. 
Group 2 consisted of 7 patients with acute myocardial Edwards, D. W. Bruner, E. Seligmann and Miss Nancy Atkin- 
infarction. The effect of dicumarol® on the sedimentation rate son. Dr. F. Kauffman examined the Baker and Bragdon strain. 
in these 7 patients were studied. The drug was given in divided All the strains proved to be S. enteritidis var. blegdam. 
We propose herein to correct the mistaken diagnosis of 
S. enteritidis septicemia. This is of some importance, for 
there is already considerable confusion in the literature con- 
cerning infection due to S. enteritidis associated with invasion 
of the blood stream. 
The strains of Salmonella were examined by Drs. Edwards, Bruner, 
Seligmann and Kauffman and by Miss Atkinson. 
Sur (R), United States Public Health Service, National Institutes 
Health and Medical Research Council (Dr. Peanes) and from the Alfred 
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S. enteritidis var. blegdam has been isolated from the blood 


772 
1585 
7 


blegdam must therefore be considered a severe, 

and not particularly rare disease. In view of the close anti- 
genic resemblance between the two organisms it is possible that 
other cases of “S. enteritidis” infection characterized 

of the blood stream, such as those described by Huang, Chang 
and Lieu“ in China and Hayes and Freeman e in India, may 
really have been caused by S. enteritidis var. blegdam. 


Council on Physical Medicine 
and Rehabilitation 


REPORTS OF THE COUNCIL 

The Council on Physical Medicine and Rehabilitation has 
authorised publication of the following reports. 

Howarp A. Carter, Secretary. 


STEPHENSON RESUSCITATOR, PHYSICIAN’S 
AND OFFICE MODELS, ACCEPTABLE 


lated by the mixture of air with the oxygen. . At the “adult” 

setting, pure oxygen is delivered at the cycling speed 
setting of “slow.” With the pressure setting at “adult” and the 
cycling speed setting at “fast,” the same volume of oxygen is 
delivered, but an additional 1.6 volumes of air is delivered. In 


F. Ztschr. 1. Hyg. u. Infektionskr, 117: 1, 1935. 
Soc. ; cited 


4. 

5. Fournier, J.: Bull. . exot. BB: 643, 1939 by Kauff- 
mann. F.; Die wologie der Saimonella-Gr hagen, 1941, 
p. 264. Raynal, M. J Bull. Soc. path. exot. 1 212, 1947. 

6. Baker and Bragdon.' Fenner and Jackson.’ Fenner? 

7. Stevens, R. B.: J. Bact. SB: 146, 1946. 

8. Mon, R. X., and Newton, I.: J. Lab. & Clin. Med. 33: 1155, 1948, 

9. Huang, C. H.; Chang, H. C., and Lieu, V. T.: Chinese M. J, 
345, 1937. 

Hayes, W., and Freeman, J. F. Indian J. M. Research 33: 177, 


AND REHABILITATION 


The apparatus may be used as an inhalator. i 
citator attachments being used, the mask is held 
tance away from the face. Failure 
to attain an appreciable positive pres- 


which works by a Venturi effect. 
The aspirator can be used simultane- 


A slightly different form of the 
Physician's Model is called the Office 
Version. While both types are port- 
able, the Physician's Model is better 
suited to transportation by automo- 
bile in emergencies outside the office, 
while the stability of the Office Ver- 
sion makes it more convenient for 
use inside the office. It employs the essential parts already 
described and in addition a substantial base holding a size D 
or E oxygen cylinder with the mechanism and a handle affixed 
to the top. These cylinders are 122 cm. (48 inches) high. Size 
D has a diameter of 19 cm. (7% inches), while size E has a 
diameter of 18 cm. (7 inches). 

The Council on Physical Medicine and Rehabilitation voted 
to include the Stephenson Resuscitator, Physician's Model and 
Office Model, in its list of accepted devices. 


Resuscitator, 
sician’s and Office 
Models 


McKESSON RESUSCITATOR AND INHALER 
ACCEPTABLE 

Manufacturer: McKesson Appliance Company, 2226 Ashland 
Avenuc, Toledo 10, Ohio. 

The McKesson Resuscitator and Inhaler is designed to admin- 
ister oxygen to apneic patients. The oxygen is supplied cither 
by intermittent positive pressure or by continuous flow at low 
pressure. Three models are furnished: a portable model in a 
carrying case and two hospital models, one of which accommo- 
dates the small D or E size cylinders and the other two large 
cylinders. Aspirators and adjustable volume controls are optional 
on all models. 

Accessories include an infant inhaler hood, two other hoods, 
a head harness, a metal airway (infant size), a metal airway 
(adult size) and two wrenches. The 


— 
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these circumstances the apparatus cycled 2.6 times as fast. The 
concentration of oxygen then was about 40 per cent, including 
the volume of oxygen delivered from the tank and the partial 
pressure of oxygen in air. Concentrations of oxygen between 

Pee § Infection due to S. enteritidis var. 40 and 100 per cent were obtainable by altering the setting of 
the cycling speed regulator between “fast” and “slow.” } 

h the resus- 
a small dis- 
sure in the mask prevents cycling. . 
A satisfactory aspirator is included, 
some circumstances. 
Manufacturer: Stephenson Corporation, Red Bank, N. J. 
The Stephenson Resuscitator, Physician's Model, is a portable 

device for delivering oxygen, under alternating positive and 

negative pressure, to a patient by means of a mask. The weight, 

complete with tank, is 8 Kg. (17 pounds); the weight when 

packed for domestic shipment is 9 Kg. (20 pounds), and for 

foreign shipment 11.4 Kg. (25 pounds). The apparatus is housed 

in a case with over-all dimensions of 23 by 20 by 48 cm. (9 by — 

8 by 19 inches). The Council obtained evidence that the device 

is sturdily built. 

It is of the intermittent positive aud negative pressure type 

and can be used as a resuscitator, an inhalator or an aspirator. 

Positive and negative pressures may be adjusted by using a 

dial that reads “adult” and “infant” with intermediate grada- 

tions. At the “adult” setting a mask pressure of plus 13 and 

minus 8 mm. of mercury is produced. At the “infant” setting 

a mask pressure of plus 8 and minus 3 mm. of mercury is pro- 

duced. These pressures are attained when the resuscitator is 

held in any position. 

When prevented from “cycling” by occlusion of the outlet for 

negative pressure, the apparatus produced a continuous flow of 

positive pressure not exceeding 22 mm. of mercury or of nega- 

tive pressure not exceeding minus 10 mm. of mercury. When 

a full oxygen cylinder was attached (1,800 pounds per square 

inch, or 122 atmospheres), it delivered oxygen for twenty-four all dimensions of the apparatus are 86 

minutes. (height) by 46 by 00 cm. (34 by 18 by r 

The resuscitator is equipped to deliver pure oxygen or a 22 inches) and the weight is 28 Kg. (62 3 ls ＋ 

mixture of air and oxygen. Mixture with air is regulated by pounds). The shipping weight is 37 Kg. i 

a setting on the “face piece” to which the mask is attached. (82 pounds). a} 

Since a constant flow of oxygen is delivered, depending on the Evidence of satisfactory construction J | 

pressure which has been selected, the speed of cycling is regu- and effective operation was obtained from 
the field and from a laboratory acceptable M 
to the Council. In the announcement of . 
acceptance, however, it is desirable to 
call attention to certain reservations made 
in connection with similar apparatus 

 secested in the pact. Fessession of ae- and Inhaler 

chanical devices for use in resuscitations 

vailable 
m emergencies while apparatus 1s ng assistants. 
This apparatus should be used only by specially trained per- 
sonnel. With these reservations, the Council on Physical Medi- 
cine and Rehabilitation voted to include the McKesson Resusci- 

8 tator and Inhaler in its list of accepted devices 
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WORLD ASPECTS OF SOCIAL MEDICINE 


While the United States is at this time a seething 
cauldron of discussion relative to social changes in the 
administration of medical service, the subject is of equal, 
if not greater, concern in Great Britain and attracts 
constant consideration in most other countries. 

During the war Nazi Germany saw the National 
Socialist State medicine become an instrument of fascist 
domestic and foreign policy. According to Rosen,' 
physicians had to accept and further the principles of 
National Socialism. Research was directed toward 
justifying National Socialistic racial doctrines. Many 
health insurance institutions were suppressed. Nature 
healing was officially recognized. In the ensuing years 
medicine in Germany deteriorated, became detached 
from scientific progress and lost such leadership as it 
had previously had in medical science of the world. 

A survey of medical education in Western Germany 
during 1948* calls attention to the fact that purges of 
faculty members by the Nazi and later by denazifica- 
tion boards and the Allies have seriously depleted the 
ranks of competent teachers. Nevertheless, the attrac- 
tions of a medical career are so great that nearly 50 
per cent of all higher students in Germany in 1948 
were medical students. 

Conditions in China have been deplorable for many 
years. Dr. R. V. Hemenway * reports that there has 
been only one scientifically trained physician for every 
156,000 persons in China and that there are fewer 
hospital beds for all of China than for New York 
City alone. Scientific medical care for the blind, the 
crippled, the lepers, the aged and the destitute is totally 
lacking. At present some progress is being made, but 
in the midst of civil war, as might be expected, medical 
institutions suffer. 


„ Gs Medicine under Hitler, Bull. New York Acad. Med. 
26: 125, 1 
2. Ghent, E. R.: Medical Education in Western Germany, McGill M. J. 


11 715 1948. 
3. N. V.: Chinese Medicine, M Woman's J. 55: $4. 1948, 


cared for during childbirth in maternity homes. Dur- 
ing World War I, typhus, plague and cholera menaced 
all Russia. Sabanov says that plague, cholera, small- 
pox and typhoid have disappeared and that typhus is 


what occurs to medical organizations when the state 
takes over. The abstract indicates that there are in 
Bulgaria two organizations, one the Bulgarian Medical 
Association and the other the Union of Public Health 
Personnel. Vassilev says that the existence of two 


employees are safeguarded by the union. With the 
decline of private practice as socialized medicine 
advances, according to Vassilev, the safeguarding of 
the interests of private practice becomes practically 
useless. The union includes all public health person- 
nel, whereas the medical association is limited to 
physicians, and, according to Vassilev, the union can 
therefore care much more adequately for productivity 
in the field of public health. Finally he says, “The 
Union is more effective and practical in carrying out 
Marx-Lenin education than the Medical Association.” 
From Czechoslovakia comes a statement by Malek * 
contrasting existing situations with those that prevailed 
formerly. He says briefly that the bourgeois-capitalist 
system in Czechoslovakia gave neither sufficient mate- 


fore, that all these factors be changed. University 
professors and teachers will be organized not only for 
research but also to teach and will be held responsible 
for producing young research workers. Appointments 
will be for three to five years only, and this, he feels, 
will give incentive to professors and chiefs to work 
harder. Finally he suggests, “New scientific societies 
and institutions will have to be founded in the new 
socialist society on the pattern of the Viam Institute 
of the U. S. S. R. or the Rockefeller Institute in the 
U. S. A.“ The communist government in Czecho- 


4. Sabanov, A.: Thirty Years of Soviet Public Health, Népegészségiigy 
3@: 133, 1949. 
5. Vassilev, V.: Professional Unity of Public Health Personnel, Ann. 
6. Malek, I: Education of Young Research Workers in Biological 
Sciences, Casap. Wh. desk, 611, 1948. 


* 

— ä — b faculties with 100,000 undergraduate students and 12 
institutes ſor postgraduate medical study. He reports 
also that one half of the women from the villages are 

Code Address Med Chicego” rare. 

— A Bulgarian physician, Vassilev,’ offers a consideta- 
Picase send in promptly notice of change of eddress, giving 
both old and new; always state whether the change is temporary tion of the present state of medical organization in 
from this of - Bulgari Hi lati ignificant of 

x f = ulgaria. is recommendations are significan 
such Ofganizauions 1s purposeless, since union 
much broader activities. Practically all physicians 
are employed by the state, and their interests as 
rial nor spiritual incentive to research workers; they 
were not selected properly, nor were the biologic sci- 
ences sufficiently organized. He recommends, there- 
slovakia abolished the medical society within eight | 


Votumes * 
Nun 


months after it took control of the government. It 
intimated that medical affair. would hereafter be 
handled through trade unions. 

Most of the information here supplied is taken from 
abstracts which appear in Excerpta Medica (Medical 
Microbiology and Hygiene, July 1949, vol. 2, sect. 4). 
The abstracts are unusual in that such material does 
not appear elsewhere and certainly not in easily avail- 


the world. Nowadays the doctor is not well informed 
unless he is at least aware of world medical problems. 


MATERNAL MORTALITY RATES 
AGAIN LOWER 
Provisional figures on maternal mortality in the 
United States collected by correspondence with state 
public health agencies indicate a continuation of the 
downward trend in maternal mortality rates reported 
in Tue Journat last May. The United States will 
undoubtedly show a rate of not more than 1.2 maternal 


Maternal Mortality, 1933, 1947 and 1948 
(Deaths per Thousand Live Births) 


State um mir 1988 State 1006 
Alabama 75 26 23 Nebraska 46 1.1 006 
Arizona...... eee 18 13 Nerad a 6.1 12 10 
Arkansas 78 1.s 2.1 Nes Hampshire., 69 1.1 1.2 
California........ 46 10 New Jersey 3 10 
Colorado 62 13 1.1 New Mexico...... 66 21 23 
Connecticut... ..... 509 Nes York........ 62 10 09 
Delaware 69 =NorthCarolina.. 68 17 1.9 
Dist. of Columbia. 5.0 1.1 0.7% Dakota. 49 11 1.1 
Florida 22 19 61 12 09 
75 25 23 Oklahoma 65 17 (1s 
Hdaho.. 43 10 67 Oregon 33 0.4 
50 10 os Pennertvanla 58 1 0.7 
Indians............ 59 11 10  Rhodelsland.... 57 09 
53 09 07 SouthCarolins.. 80 26 23 
Kansas. 33 10 %%% South Dakota. 48 10 07 
Kentueky.......... 1% 1% 60 17 18 
Louisiana.........- 19 16% Texas....... 7.7 15 1.6 
43 08 06 
Maryland.......... 30 10 % Vermont 3.7 1.2 1.0 
Massachusetts. 6.7 . Virginia..... 63 1.7 1.4 
Michigan 61 11 Washington 64 11 
Minnesota 04 0 West 3.7 16 1.2 
Mississippi......... 73 26 2.7 Wiseonsin........ 30 11 1.0 
Missouri........... 14 10 Wyoming........ 670 1.1 
Montana. 3.7 11 %% States. 62 13 12 

* 1947 data. 

Sources: Vital Statistic Rates in the United States, 1900-1940, United 
States Department of Commerce, 1060. Maternal Mortality Rates by 
States, 1947, Federal Security Agency, United States Public Health Service, 
National Office of Vital Statistics, Release (not dated). Unpublished 
provisional reports for 1948 from state health departments. 
deaths per thousand live births in 1948; a drop of 0.1 
from the previous year 

The provisional maternal mortality rates by states 
are shown in the accompanying table. Twenty-seven 
states and the District of Columbia have rates at least 
as low as 1 maternal death per thousand live births. 
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The best state record was the phenomenal rate of 


second place, each with a rate of 0.6. 
Minnesota had the lowest rate, 0.6, in 1947. The 
highest rate in 1948 was 2.7, for Mississippi. In 1947, 
the highest rate, 2.6, was reported for Mississippi, 
Alabama and South Carolina; the rate for the latter 
two states declined to 2.3 in 1948. Considering the 
differences in climate and racial composition, some 
students of vital statistics may consider the drop from 
2.6 to 2.3 for Alabama and South Carolina an accom- 
plishment as great as or greater, from the social point 
of view, than the reduction for Oregon from 0.9 in 
1947 to 0.4 in 1948. 
For thirty-seven states and the District of Columbia, 
the 1948 rates were at least as low as those reported 
in 1947; the decrease ranged from 0.1 to 0.8. In only 
eleven states were the rates higher in 1948, and the 
increases were small—0.1 to 0.4. The progress against 
maternal mortality in the United States continues to 
be general throughout the entire country. 
Many other nations are also experiencing a con- 
siderable drop in their maternal mortality rates. 
Recently available figures indicate that New Zealand 
(whites only) experienced only 1.1 maternal deaths 
per thousand live births in 1947. Probably a number 
of the European countries that have had outstanding 
health records in the past also have rates close to this. 
Obviously future decreases in the number of maternal 
deaths per thousand live births will be smaller. There 
are enough states in the United States with maternal 
mortality rates above 1.0, however, to anticipate some 
further decreases in the rates for individual states. 


0.4 reported for Oregon. While this rate is provisional, 
Oregon made an outstanding record in 1948. Three 
states—Connecticut, Nebraska and Utah—now hold 
able abstract services. The material comes from 
periodicals published in German, Czechoslovakian, 
Russian, Bulgarian and English languages. Material 
on other phases of epidemiology is included and actu- 
ally covers all the important medical periodicals of : 

The spread between the rates of the healthier coun- 
tries continued to narrow.? As maternal mortality rates 
approach the level of 1.0, they will no longer be a 
gage for comparison of the health of nations. In fact, 
a spread of only 0.1 or 0.2 between the rates for any 
two nations may well be statistically insignificant ; that 
is, the small differences may be due to errors in report- 
ing the number of maternal deaths and live births. 

Since 1933, the United States has made tremendous 
progress, with the rate declining from 6.2 to 1.2 in 
fifteen years; in 1947 the rates for whites and non- 
whites were 4.5 (5.6-1.1) and 6.4 (9.7-3.3) lower than 
in 1933. The spread between the highest and lowest 
state rates decreased from 7.2 (11.5-4.3) in 1933 to 2.3 

1. The official vital statistics reports for New Zealand feature the 
maternal mortality rate for whites; rarely is the rate for nonwhites given. 
The 1947 United States rates were 1.1 for whites only and 1.3 for all 
races; the nonwhite rate in 1947 was 3.3. The nonwhite rates for New 
Zealand do not appear in the most recent edition of the “New Zealand 
Official Year Book.” If the over-all rate for New Zealand was actually 
lower in 1947 than for the United States, the difference could be attributed 
to a smaller proportion of nonwhites in New Zealand. 

2. Swedes, for example, was 3.1 below the United States rate in 1933 
despite the fact that less than one fifth of the births were attended by physi- 
cians. Since the United States rate for 1948 was 1,2, the 1948 rate 
for Sweden, which is not now available, could not be more than 1.2 under 
the United States rate. 


334 CURRENT 
(2.7-0.4) in 1948. More important than the decline for 
the whole nation is the fact that the highest state rate in 
1948 was 2.7, which was less than two thirds of the 
rate, 4.3, for the best state in 1933. To the extent that 
this one vital statistic can be considered an index of 
health, the charge that rapid improvement in health has 
been limited to the wealthier sections of the country is 
clearly and emphatically refuted. 


Current Comment 


AMERICAN MEDICAL ASSOCIATION'S STORY 
IN LOOK MAGAZINE 

The story of the American Medical Association in 
the October 11 issue of Look magazine will reach 
millions of readers. The article offers a concise, 
instructive presentation of the work of the Association 
and of its program and achievements. A better under- 
standing of American medicine and of what can be 
obtained under independent and nonpolitical medical 
effort will be had by those who read Look’s story. 


ESTROGENS AND CANCER 

Numerous experiments have shown that estrogens 
exert a blastogenic effect in various species. Estrogens 
play an essential role in the development of cancer 
of the breast in male and female mice of cancer- 
susceptible strains. A similar response can be elicited 
in rats subjected to prolonged treatment with estrogens. 
In guinea pigs myofibroma of the uterus develops fol- 
lowing estrogen medication. Administration of estro- 
gens elicits leukemia and tumors of the testis in mice. 
However, the cancerigenic action of estrogens in man 
is still controversial although these drugs have been 
used extensively in medical practice. The normally 
high frequency of cancer of the breast in women makes 
difficult the determination of the relation between the 
development of mammary cancer in women and pre- 
ceding treatment with estrogens. On the other hand, 
“spontaneous” cancer of the breast in men is relatively 
uncommon and its occurrence following prolonged and 
intensive contact with estrogens would be of definite 
significance. The fundamental conditions for the obser- 
vation of such sequelae were created with the intro- 
duction of estrogen therapy for the control of cancer 
of the prostate. It is noteworthy, therefore, that 
during the last few years there has been a steadily 
increasing number of reports of the appearance of 
unilateral or bilateral cancer of the breast in male 
subjects who received large doses of estrogens over 
many months. While the total number of instances 


1. Auchincloss, II., and Haagensen, C. D.: Cancer of the 
sibly Induced by Estregenic Substance, A. M.A. 0507-1595 
(April 20) 1940. 


A. M. A. 
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so far published is not large, the appearance of such 
cancers has aroused the attention of investigators in 
this country and in Europe. Recent preliminary obser- 
vations of male pharmaceutical workers engaged in 


gen manufacturers, which creates an increased liability 
to subsequent cancerous reactions in these tissues. 
Although the evidence presently available may not be 
conclusive, it is sufficient to warrant caution in the 
medicinal and cosmetic use of estrogens, especially if 
these drugs are employed over long periods of time 
and in systemically effective doses. 


BRUCELLOSIS 

In this issue of THe Journat (page 326) appears 
a report of the National Research Council on brucel- 
losis. Since the condition comes to human beings 
through contact with infected animals, the public health 
problem has been the elimination of the disease from 
animals. The commission which considered the subject 
is convinced that the disease could not be controlled or 
eradicated until the carriers among animals were 
destroyed or restricted in their movements; thus far 
this has not been possible. A successful method of 
treatment for animals has not been developed. Appar- 
ently aureomycin is efficient in controlling brucellosis 
in human beings and may well be considered specific 
for that disease. A method of vaccination has not yet 
been developed against the occurrence of brucellosis in 
swine, goats, sheep or horses. The commission feels 
that five fundamental steps are required to control and 
eradicate the disease, including diagnosis of the infec- 
tion, eradication of the infectious agent, elimination of 
the susceptible host by immunization, isolation of 
infected animals and the use of therapeutic measures. 
The costs of treatment of animals with aureomycin 
would be prohibitive, but the time may come when such 
methods of treatment may be available to veterinary 
physicians as they are to physicians who care for human 
beings. Many will remember that when penicillin was 
first introduced the costs were tremendous, but still 
these costs were not considered prohibitive in saving 
the life of a prize steer with pneumonia. The report 
of the commission of the National Research Council is 
a basic document which deserves consideration not 
only by all especially interested in the field but particu- 
larly by legislative bodies concerned with developing 
legislation to make the attack on the disease effective. 


Fi in Stilboestrol Workers, Brit. J. 


itzsimons, M. G 
Med. 11235 1944. 


914 2 R. W., and Smith, C. P. 
Proliferative and ale Breast; Notes on 2 Cases of 
ferative Mastitis in Stilboestrol W. J. Surg. 28:39 


the manufacture of estrogens provide additional evi- 
dence of a relation between estrogenic exposure and 
cancer of the breast.“ In this country and abroad 
hyperplasia of the breasts has developed in male estro- 
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ESTABLISH GEORGE MINOT LECTURESHIP 


therapeutics. At the Interim Session of the Association in 
Wilbur, San Francisco: Edgar van Nuys Allen, Rochester, 


Washington Letter 
a ) 
(From a Special Correspondent Set. 26, 1949. 


The so-called Ravdin Plan, by which residents are utilized 
to relieve shortages of specialists at Army stations, has worked 
out so well in its first month of trial (September) that it may 


major departments at the teaching hospitals affiliated with 
Jefferson, Temple and Pennsylvania medical schools. Residents 
who volunteer are assigned for two months’ duty at Army 
posts. The plan has received approval of the several American 
specialty boards involved to date. First Army stations to get 
the residents were Camp Knox and Camp Campbell in Ken- 
tucky. 

U. 8. Delegates Attend Radiation Conference 

Appointment of eleven radiologists and physicists to rep- 
resent this country at a three nation conference on radiation 
tolerances was announced by the Atomic Fnergy Commission a 


3-21. Trainces will be assigned by the Army, Navy, Air Force. 
Public Health Service and Bureau of Indian Affairs, as well 
as the Veterans Administration. Lecturers and speakers will 
include Dr. Walter A. Bloedorn, dean of George Washington 
University School of Medicine; Dr. Warren Brown, associate 
dean of medicine at Baylor University; Dr. Paul R. Hawley, 
executive officer of Blue Cross and Blue Shield, and Dr. Perrin 
The institute, which is to be 

held semiannually, is under the supervision of the Research 
and Education Service, headed by Dr. E. H. Cushing. Its pri- 
mary aim is “to improve experienced administrators’ knowledge 
of up-to-date personnel management practices and executive 
leadership.” 

Nine Institutions Receive New Cancer Grants 
Grants in aid totaling $3,250,000 for assistance in construction 
of cancer research facilities were announced September 19 by 
the Federal Security Agency. Recipients are: University of 
Minnesota, $200,000, for two floors of clinical research at Mayo 
Memorial Medical Center; University of Chicago, $240,000, 
toward construction of the $2,000,000 Goldblatt Memorial Hos- 
pital for Cancer Research; New England Deaconess Hospital, 
$85,000, for an experimental detection center; University of 
Kansas, $200,000, for one wing of a two story building for 
laboratory and clinical research; Johns Hopkins University, 
$750,000, toward construction of cancer research facilities; St. 
Louis University, $625,000, for a clinical research building at 
the medical school; New York Memorial Hospital, $250,000, 
for a one floor addition to the experimental surgery laboratory ; 


r 
mii few days prior to the session, scheduled for September 29-30 
at Chalk River, Ontario, Canada. The conference was planned | 
— — under provisions of the Technical Cooperation Program of the 
es §8§€86United States, the United Kingdom and Canada, which does 
For years, officers of the Section on Experimental Medicine not include information on weapons. Establishment of uniform 
and Therapeutics have desired to honor, by establishing a name radiation tolerance standards was one of the main objectives. : 
lecture,” an American investigator who has made an exceptional United States delegates are: Dr. Shields Warren, director. 
contribution to the development of clinical investigation and and Dr. John Z. Bowers, deputy director, of the Atomic Energy 
Commission's Division of Biology and Medicine: Dr. G. Failla. 
professor of radiology at Columbia University, and Drs. Austin 
M. Brues, J. G. Hamilton, Louis Hempelmann, Wright Lang- 
dun. arl V. Moore, X. ham, Karl Z. Morgan, Herbert M. Parker, Lauriston S. Taylor : 
diate steps be taken to obtain approval of the idea from the and Bernard S. Wolf. 
Council on Scientific Assembly and that the lecture be named 
in honor of Dr. George Richard Minot, Boston, whose con- Agenda for Pan-American Meeting 
tributions to medical knowledge of the causes and methods of Dr. Fred I. Soper, director of the Pan-American Sanitary 
control of pernicious anemia have been recognized throughout Bureau, has disclosed the tentative agenda for the meeting of 
the world. Both suggestions were unanimously supported by the Directing Council to be held in Lima, Peru. October 6-12 
the executive committee of the section, and epproval has been United States representatives at the meeting will include Dr 
obtained from the Council on Scientific Assembly. A committe Thomas Parran, dean of the newly organized school of public 
of former chairmen of the section Drs. Allen, Walter Bauer, health at the University of Pittsburgh; Dr. Leonard A. Scheele. 
Boston, and Carl Dragstedt, Chicago—has been appointed to Surgeon General of the U. S. Public Health Service, and Dr. H 
work out details. The first lecture will be given either at the Vanzile Hyde, member of the World Health Organization 
1950 or at the 1951 meeting. executive board. 
3 Matters to come before the meeting include the Pan-American 
7 Sanitary Bureau budget and program for 1950, plans for con 
a struction of a headquarters building in Washington, annual 
observance of Pan-American Health Day, arrangements for 
a number of inter-American medical congresses and elections 
to three vacancies on the executive committee. 
Pay Raises for Veterans Administration Doctors 
Proceeding with almost unprecedented speed, the Senate Hospital Managers’ Training Institute 
Labor and Public Welfare Committee on September 21 approved The Veterans Administration will conduct the first govern- 
a bill that provided for substantial salary increases to physicians, mental interagency hospital managers’ training institute October 
dentists and nurses in the Department of Medicine and Surgery, 
Veterans Administration. Action was taken only a few hours 
after a public hearing on the measure (HR 6022) had been held 
by the subcommittee on veterans legislation, of which Senator 
Claude Pepper is chairman. HR 6022 was passed by the House 
in August, and final enactment before adjournment of Congress 
now appears probable. Testimony in support was presented 
at the brief hearing by spokesmen for the Veterans Administra- 
tion and the American Legion. 
Philadelphia Teaching Hospitals Join Army 
in Novel Plan 
: be extended soon, according to the Surgeon General's Office. 
Sponsor of the system is Dr. I. S. Ravdin, of University of 
Pennsylvania Hospital. Cooperating in the plan are heads of 
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University of California at Los Angeles, $700,000, for a labora- 


17 | 


i 


E 
i 


i 


Dr. Wright Joins Schistosomiasis Group 
Appointment of Dr. Willard II. Wright, of the National 


Dr. Wright received the erit 
World War II, while he was detailed to 
investigator of schistosomiasis problems in 


Report on Foreign Use of Radioisotopes 
Since radioactive isotopes from the Oak Ridge “pile” became 
available in September 1947 for foreign distribution, 616 ship- 
ments have been made to 22 countries, according to the Atomic 
Energy Commission. All have been used in medical research 
and therapy and scientific investigations. Ninety per cent have 


Mists 
Coming Medical Meetings 
Now 34. Be. George Lat B. Chicans 


10. 
N. u. WV. 
9-14. Dr. LTI 


American Academy of Pediatrics, San Francisco, Nov. 14-17. Dr. Clifford 
. Grulee, 636 Church St., Evanston, IR., Secretary. 


American of T T . 69, , 
Secretary 


Association of Life Insurance Medical Directors of 


New York, 
Statler, Oct. 13- . Henry Kirkland, P. Box 594, 
Pe 


D. C. 


Central Society for Clinical Chicage, Deshe 
11111 


„ Medical of, W . Ww. 
Oct. Waal, ‘is hese NV. 6. 


Coast Clinical Society, Pensacola, 7 Dr. Arthur J 


Auditon Oct. 21-23. Dr. Ochsner, 1430 Tulane Ave., 
Orleans, Chairman Program Committee. 
International 


2. Secretary. 


ational G Association, Hotel Somerset, 


Oklahoma City Clinical Society, Oct 
-27. Dr. F. S12 Arts 
28 ooper 
State Medical Societ Oct. 12-15. Dr. Werner E. Zeller, 
Southern Medical Association, Ci Nov. 14-17, Mr. C. P. Loranz, 


Empire Building, Birmingham, 


ia, Medical Society of, Fort Monroe, Old Point Comfort, 
V. 1200 K Clay St, Richmond, 


l. Nr. 103d Bt, New Vork City, Secretary General 


tory research wing of the medical school, and University of 
Pennsylvania, $200,000, for a laboratory in the diagnostic clinic, 
which is being erected. 
Conference on Veterans Hospitals 
American Clinical and Climatological Association, White Sulphur 
W. Va, The Greenbrier, Oct) 27-29. Dr. James Bordley lil, Bassett 
Hicepital, Cooperstown, N. V., Secretary. 
Amer of : Stevens 21. 
N. Smith, 291 Ave. New Hoven 11, Com, 
Ga. 90-98. Dr. Reginald 
be reduced by M. Atwater, 1790 Broadway, New York 19, Executive Secretary. 
conference, but Capitol observers have no doubt that pressure Dr. H. Dabney 
will continue to be exerted on the White House, by veterans g ma — 
modify the cuthack order. 
of Births Stays ot 1900 Level 
of live births in this country during the first six months of 
— 
but well below the 1947 figure. For 1949, it was New 
for 1948, the figure was 1,694,000, and for 1947, Asscciation of Military Surgeons of the United States, Washington, EEE 
Excludi if s, the J ry-June (10-12, B. * Army Institute of Pathology. 
Confe and Provincial 
Bismarck, N. D., Secretary. 
on Schistosomiasis of the World Health Organization has been 
announced by the U. S. Public Health Service. The com- 
mittee s first meeting is scheduled for October 24-29 in Cairo. 
for his work in 
Haddon H . 742. Dr. Arnold N. Jackson, Shore 
the Far East. Inter-State Post Graduate Medical Association of North America (Inter- 
national Medical 1 — 4 2 Oct. 31-Nev. 3. Dr. Tom 
Emergency Care Unaffected by “Stop” Order 41 Threckmerten, Eq M. Moines, lowa, Secretary. 
Kansas City Southwest Clinical Society, Kansas City, Mo, N 
Suspension of payments from the United Mine Workers Auditorium, . ym W. Merritt Ketchum, 630 Shukert Bidg., 
Welfare and Retirement Fund, which became effective Sep- Meded 
tember 17 as a result of diminishing revenues, does not apply 620 S. Third St., 
tees adopted a resolution which provides that payments for 
ch series ‘il — — 
medical administrative officers of the Fund.” 7. 
— 
Lynn Adams to Represent Mental Group in Washington 
Lyon Adame has resigned as executive secretary of the 
Mental Hygiene Society of Maryland to become Washington 
representative of the National Committee for Mental Hygiene. 
His office is at the headquarters of the American Psychiatric 
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The Naval Air Reserve Trainir ommand, with head- concerning application for —— | 
on, as 
» within N 
followi 
school 
other ui 
8. Naval R 
Those 
junior 
juation f 
it is desirable 
1 in a 
Placement 
s for Naval 
be tive I 
made in 
Plan of the 
h are available to the students through the 
li ip 
i surgeon in Surgeon General's 
carbon monoxide indicator which was 
aval Air Station, F 0 a request considered the outstanding development in aviation in 1931. He 
141 an agreement to remain on active duty for one year performed outstanding services in World War I and World 
pletion of the course. ILA 
49 Inquiries should be directed to the Naval Air R eri for actual combat in Guadalcanal. This citation entitled 
ing Command (Staff Medical Officer), Naval Ai him to retire as rear admiral. 
Glenview, III., or to the Bureau of Medicine 1 
(Division of Aviation Medicine), Navy Department. 
ton 25, D. C. ee 
— Rear Admiral Clarence J. Brown (MC) has been appointed 
General Inspector of Medical Department Activities. He will 
SECOND ANNUAL SEMINAR also continue in his previous position of assistant chief of the 
annual seminar in Military Medicine will be Bureau of Medicine and Surgery for Research and Medical 
. Naval Hospital, St. Albans, 0 Military Specialties. Admiral Brown is a specialist certified 
This course is intended to by the American Board of Otolaryngology. 
t of a national emergency a 
val Reserve. Lecturers will be 
and consultant physicians, A PERSONAL 
s. Medical officers of the ‘ Capt. James J. Sapero assumed his new duties as commanding 
Corps may request two weeks officer, U. S. Naval Medical Research Unit 3, at Cairo, Egypt, 
including travel. Per succeeding Comdr. Robert A. Phillips, who became scientific 
or receiving, disability allow director of the Research Unit. 
compensation or retired pay from the U. S. Lieut. Comdr. Arthur V. Miller Jr., of Monroe, La., has 
eligible for training duty with pay. Fourteen poin been voluntarily recalled to active duty in the Medical Corps 
nondisability retirement plan will be credited Reserve. 
INTER-AGENCY HOSPITAL MANAGERS consists of lectures and study for three weeks. Immediately 
INSTITUTE after the institute, the trainees are given two two-week assign- 
The first governmental inter-agency hospital managers train- . hospitals managed by doctors with outstanding admin: 
ke - : istrative ability. Finally, the trainees will be required, within 
ing institute will be conducted by the Vet . , 8 
* : six months after completion of the institute, to make trips 
October 3-21. Other participating agencies - 
: : g one or more hospitals in the vicinity of their own hospitals 
of the Army, Navy, Air Force, Public H keep abreast of good administrative technics. Each agency will 
Indian Service. The institute will be lect its participants in the ; 
February and October, and the program will e program 
that which was conducted by the VA — 
and Surgery last February. 
The training program is designed primarily : PERSONAL 
enced administrators’ knowledge of personnel Dr. Linus A. Zink has been appointed manager of the new 
tices and executive leadership. The Traini Veterans Hospital in Brooklyn and Dr. Carleton Bates of the 
Personnel Relations and Training Service new hospital in Iron Mountain, Mich. Both are veterans of 
assistance. The first phase of the program is World War II. 
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Medical : 
died in St. Mary's Hospital, Duluth, fan. July 18 aged 85 
following an appendectomy. 
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H Arthur University 


of Virginia Department 1900 ; 
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of Medicine, 1913; at one time on the 
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pneumonitis and myocardial 
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University 
ber of the New England 


N. V.; 


— 1 DEATHS 343 
William Frederick Bruns, Ceredo, W. Va.; Eclectic Andrew V. Dahiberg @ Chicago; Bennett Medical College, 
Medical Institute, Cincinnati, 1888; member of the American Chicaga, 1906; founder and chairman of the of 
Medical Association; formerly a member of the board of edu- of the South Shore Hospital, where he died July 22, aged 74, 
cation for the Ceredo-Kenova Independent School District, of carcinoma of the pancreas. 
serving as its president; died July 6, aged W. of myocarditis. Richard E. Davies @ Waukesha, Wis.; Rush Medical 
ated Nie Py 1 if 
69. 0 July 18, aged 66, of 
Albert D. De H 
Eclectic Medicine 
the American Medical Association; fe 
city health commissioner; member 
mayor; for many years examiner 
Norman Leonard Burnham © Buffalo; University of Insurance Company; died July 23, 
Buffalo School of Medicine, 1896; formerly assistant professor art 
of medicine at his alma mater; served as examiner on draft 
member of the American College of Chest Physicians; served 
during World Wars I and II: formerly medical superintendent 
of the Minnesota State Sanatorium at Ah-gwah-ching ; chief of — July 2°. 
of Minnesota; died in t ‘eterans Administration Hospital, 
Minneapolis, july & aged 66. 1 
Edmund Bradford Burwell. Tacoma. Wash.; Universi ‘died in July. 
y of the City 
‘Frederick Leonard Case, Columbus, Ohio; Ohio Medical 
University, Columbus, 1900; served on the staff of the Mount cian to the city prison; died in City Hospital July 14, aged 99, 
Carmel Hosital; died July 7, aged 87. of arteriosclerosis and a fractured femur received in a fall at 
Samuel C. Cawthorn, West Ridge, Ark.; Vanderbilt Uni- home. 
versity School of Medicine, Nashville, Tenn. 1891; died July Elsworth De Marr Erskine, Steubenville, Ohio; Baltimore 
Walter B. Christophel, Mishawaka, Ind.; Northwestern the \eterans Aduumistration Flospital, Aspinwall, Fa., July ©, 
University Medical School, Chicago, 1909; served as president ed 79, of an infected cyst of the lung. 
of the Mishawaka Chamber of Commerce; died July 21, aged Robert Howard Eveleth, Roseville, Calif.; Hahnemann 
69, of cerebral hemorrhage. Medical College of the Pacific, San Francisco, 1906; city health 
Re Lorenza Cockfield, Lake City, S. C.: University officer; on the senior staff of Sutter Hospital, Sacramento; 
of the South Medical Department, Sewanee, Tenn., 1908; aie Oot 
Medical College of the State of South Carolina, Charleston, — — 
1909; member of the American Medical Association; formerly desman 
city councilman and chairman of the city board of health; died — “se 
: Frederick Laurence Fl St. Petersburg, Fla.; George- 
in McLeod Infirmary, Florence, July 7, aged 65, of coronary sown University School of Medicine, Washington, B. C. 1943; 
— neo as cs member of the American Medical Association ; certified by the 
Lazarus N. Cohler, Chicago; University of Illinois College National Board of Medical Examiners; on the staffs of Mound 
of Medicine, Chicago, 1915; member of the American Medical Park Hospital and St. Anthony's Hospital, where he died July 
Association; died in the American Hospital July 27, aged 56, 12, aged 40, of coronary occlusion. 
of chronic cholecystitis and cholelithiasis. David Ingham Frey @ New York; Columbia University 
College of Physicians and Surgeons, New York, 1904; served 
during World War I; consultant in pediatrics at Bronx Hos- 
pital, where he died July 25, aged 67, of cerebral hemorrhage. 
Ernest Cooper, Miami, Fla.; Medical College of Indiana, ospital, Brooklyn, 1906; served as police surgeon 
Indianapolis, 1898; at one time practiced at Plainfield, Ind., at health officer; formerly practiced in Brooklyn, where he was 
which time he was president of the Hendricks County Medical on the staffs of the Bushwick, Samaritan and Kings County 
Society; died July 23, aged 79, of coronary thrombosis hospitals; past president of the medical board of Mercy Hos- 
pital; on the staff of the South Nassau Communities Hos- 
Marion Franklin Cruze, Powell Station, Tenn.; Tennessee pital in Rockville Centre; died July 
Medical College, Knoxville, 1909; for man tars justice of thrombosis. 
n, D. C. 1915; mem- 
Society and the Ameri- 
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Foreign Letters 


ITALY 
(From Our Regular Correspondent) 
Frorence, Aug. 15, 1949. 


Action of Anesthetics Augmented by Vitamin B. 


At the Medicosurgical Society of the Romagna, Dr. Neri and 
Dr. Bazzocchi discussed the augmented action of anesthetics by 


thesia after an adequate amount of vitamin B. had been added 
to the anesthetic solution. He observed that the concentration 
of the anesthetic drug could be decreased to about one-third or 
one-half while the anesthetic effect remained the same. 


Dr. Bazzocchi carried out experiments on the sciatic nerve of 


to the speaker, renders the subject more excitable. 

The results of this research were published in Italian medical 
periodicals, and some hospitals have since employed this method, 
the results of which will be followed up by Professor Paolucci, 
director of the surgical clinic of the university in Rome. 

In 1948 work was done at the University of Padua, by appli- 
cation of the solution to the cornea, but according to the speaker 
this was not done with the proper technic and the results 
did not accord with those previously reported. Further results 
obtained by the speaker were published in the Journal of the 
International College of Surgeons. There are also favorable 


Conference Held by Dr. Leonard A. Scheele 

Dr. Leonard Scheele, Surgeon General, United States Public 
Health Service, and head of the United States delegation to the 
World Health Congress, held a conference in Rome, discussing 
the “organization of the Public Health Service. He described the 
Public Health Service of the United States as the most impor- 
tant American state organization which is devoted to the health 
Its functions are similar to those 


phenomena of excitability, of response to stimuli, of fatigue and 
of restoration of the centers of reflex, and the pathogenesis of 
Cheyne-Stokes phenomenon. 


SWITZERLAND 
(From a Special Correspondent) 


protection of the civil population, women, old persons and chil- 
in the creation of “immune” medical localities for injured mili- 
tary personnel and of places and zones for the safety of civilians 
who do not participate in any way in the war effort of the 


and particularly to physicians who take care of the wounded. 
Dunant, the Genevan founder of the Red Cross, spoke of “neu- 
tralization” to describe this immunity. He applied to human 
beings an expression which jurists of international law have 
reserved for territories. 

In this manner the principle of noncaptivity of medical per- 
sonnel was established. This idea has been folléwed as a sacred 
principle of the conferences of Geneva, during conventions held 
from 1864 to 1929, the date of the convention the principles of 
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The sudden death of Prof. Giulio Andrea Pari, director of 
— the Institute of Medical Pathology of Padua University, has : 
been announced. Professor Pari was born in Udine in 1880. : 
and, after receiving a doctor’s degree, he continued to study at ; 
the physiologic institute of Padua under the directorship of Pro- 
ee fessor Stefani until he was given the right to hold university 
courses. He then became assistant and associate professor of 
vitamin B. In his experimental and clinical research Dr. Neri Luigi Lucatello. 
used anesthetics either by local infiltration or by spinal anes- He went to Vienna and became a pupil of Von Noorden, | 
Flügge; returning to his homeland after this apprenticeship, 
he proved to be a brilliant investigator in both clinical and : 
pathologic work. From 1925 until his death he had the chair 
m—— — . medical pathology in Padua. He published about one hundred 
rabbits, based on the concept demonstrated experimentally by and thirty scientific papers. Among his most important contri- 
him and by Professor Donaggio that the anesthesia represents butions are those concerning the physiology of the nerve centers ; 
a reversible change; he observed that the vitamin B., which by 
itself does not exert any analgesic effect when brought in con- 
tact with the isolated sciatic nerve, speeds up and prolongs the 
action of an anesthetic. These experimental findings were con- 
firmed by the clinical application of anesthetics by local infil- SB 
tration or by spinal anesthesia. Vitamin B, alone, when used July 19, 1949 
intravenously, does not exert any anesthetic effect but, according Medicine in War 
The sessions at the Diplomatic Conference of Geneva are 
interesting to the medical profession because of the discussions 
on medical problems which arise especially during war. The 
L41 majority of the points studied have been under consideration 
19 by the Medico-Juridical Commission, which met almost fifteen 
years ago in Monaco. Approved were proposals for improve- 
ment in the treatment of prisoners of war so that they will be 
assured care by physicians of their own nationality and effective 
Leger and Lange. . 
Under the supervision of Professor Paolucci, studies are now delligerents. 
in progress on the employment of vitamin B, in peridural Several interesting problems remain for solution. One is con- 
anesthesia, in which a reduction of the amount of the highly cerned with the freedom of medical personnel. To improve the 
concentrated anesthetic solution which has been in use and  *featment of injured military personnel, it will be necessary to 
accelerated action would be advantageous. provide immunity (neutrality) to nurses, to hospital personnel 
The mechanism through which vitamin B, exerts its action 
on the anesthetic still is not fully understood. Dr. Bazzocchi 
and Dr. Bocchetti believe that interference with tissue respi- 
ration is involved. One may, for instance, consider an action 
of the mordant type by which the vitamin B, may render the 
nerve more sensitive or by which the nerve bundles may make 
better use of the anesthetic substance. 
which are still in force. 
In 1947, during a conference of government representatives 
who met in the offices of the International Committee of the 
Red Cross, this principle was contradicted for the first time. 
On the initiative of the delegates of the United Kingdom, 
Canada and the United States, who recalled the experience of 
the first world war and the inadequacy of the medical care 
exercised in Italy by the Office of the High Commissioner for in the prisoner of war camps, it was accepted that the medical 
Hygiene and Public Health, but, although it represents an personnel of the fighting armies should be retained by the 
autonomous entity, it forms a part of the Federal Security detaining powers, as needed for the prisoners. Such personnel 
Agency, which is in charge of effectuating the programs of would be given any benefits due prisoners of war. The principle 
the government concerning social assistance, instructions, wel- of captivity of medical personnel was then voted for. Several 
fare and public health. delegations, however, while recognizing the humanitarian thoughts 
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rural communities arrived in an advanced critical stage. There 


are no quintuplets or quadruplets in the twenty-four year rec - 


ord of the maternity hospital, but 4 per cent were twins; trip- 
lets were rare. 

The birth rate of Ankara is 20 to 25 per thousand. Two- 
thirds of the population consists of civil servants, teachers, 
school children and university students. The birth rate in rural 
communities is 35 to 40 per thousand. The 1929 Public Health 
Law prohibits birth control in Turkey. 


Correspondence 


MORE BEDS FOR THE TUBERCULOUS 
To the Editor:—I\t seems to me there is one important point 
overlooked in the editorial in Tue Journat, August 20, on 
“The Demand for More Beds for the Tuberculous.” The cost 


rather rapidly. The national decline in the death rate of 11 per 
cent last year was an acceleration of the decline that has been 
going on for the past forty years. As the disease is discovered 
in its earlier stages, it is becoming more and more a general 


Granam L. Davis, Battle Creek, Mich. 


INDUSTRIAL POLLUTION OF ENVIRONMENT 

To the Editor:—The editorial “Industrial Pollution of Human 
Environment,” in Tur Journat, Aug. 27, 1949, is of vital 
interest to me and should be to every person concerned in 


i 


Aiter this, I called attention to insect carriers of disease 
(Blue-Bottle Flies as Carriers of Infection, J. A. M. A. $3: 1561 
Nov. 6] 1909; Insect Carriers of Typhoid, J. A. M. A. $7: 1432 
Sept. 3) 1912), and then the industrial hazard (Vanadiumism, 
J. A. M X. $6: 1648 [June 3] 1911). After my article “Laws 
Relative to the Sanitary Control of Public Eating and Drinking 
Places” (J. A. M. A. $9: 2020 [Dec. 7] 1912) the commissioner 


sanitary problem and was followed by similar legislation in 


CORRESPONDENCE 


W. Forest Duttox, M.D., Noel, Mo. 


REFRIGERATION ANESTHESIA 


To the Editor:—In further reply to Dr. de Takat's letter 
on this subject (Tne Journat, July 16, 1949, page 974): 


has been chiefly used. There are ways of avoiding it for 
orthopedic or other operations. 


of continuous soaking in ice water has already been 
answered (Arch. Phys. Med. 26:92-98, 1945). This being 
argument against brief refrigeration anesthesia, I invited 
to keep up any of their preferred forms of anesthesia for 
ninety-six hours continuously and compare results. Further- 
more, Dr. de Takats should notice that even after this ninety- 
six hour mistreatment the legs did not require amputation. 


essential factor in preservation by Mock and others whom I 
cited. 

5. Evidently there is still a lack of comprehension of the 
distinction between effects of temperature and effects of defense 
reactions (Canad. M. . . J. $1:220-226, 1944; Anesth. & Analg. 


with circulation react with the “immersion foot” changes and 
require judgment of emergencies which demand radical refriger- 
ation and other occasions for milder cooling, as illustrated in 
Kross's eleven week treatment of a burned leg (J. A. M. A. 
128:19-20 [May 5] 1945; S. Clin. North America 28: 361-370, 
1945; Arch. Surg. 40: 12-22 [July] 1944). Every form of 
therapy is supposed to be guided by skill and experience, and 
disregard of this requirement in the use of hypothermia is 
responsible for the attacks on it. 
Freveeick M. Aten, M.D., New York. 
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en other states. At this time, some forty years later, these attempts 
to set forth the type and degree of health hazards may appear 
feeble, but at least it was a beginning of a more healthful era. 
The editorial is a succinct statement of facts. What are state 
and federal governments doing to remedy conditions hazardous 
to human life? If they now disregard the lives of the American 
a people, what are they going to do under socialized medicine? : 
Socialized medicine, as observed at work in Europe, has made | 
sick beggars of its people. If Americans want to be treated f 
like the verdammte schweinhund, they should support the pro- i 
— — posed laws of the welfare state. 
The administration can contribute billions for the preserva- ’ 
a tion of political security but only scant millions for the health 
. — of the American people. If it were not for the unselfish work 
of physicians and lay foundations for the investigation of health N 
problems, the health of our people would be at an all-time low. f 
As matters stand today, the United States is the healthiest 
nation on earth. When the mortality and morbidity from cardio- 
— . : vascular diseases, cancer, poliomyelitis and industrial diseases 
— — are increasing at an alarming rate, such a condition should 
— stimulate thinking physicians and laymen to action on the subject 
. of industrial pollution of human environment. 
—-t-᷑ę 
hospital problem like any other acute illness. The beds, when J 
they are constructed in general hospitals, can be used ſor other 
sibility, perhaps even a probability, that medical science will : oP ; Pa 
find a — cure for tuberculosis that will make it as rare as 1. His original . which prompted my craticiom, 
typhoid within a short time. namely, that all refrigerated tissues must be amputated, is 
141 obviously untrue, as proved by hundreds of successfully healed 
49 ee amputations after refrigeration anesthesia. 
— 2. Tourniquet paralysis has nothing to do with this statement. 
It is not a problem in the amputations for which refrigeration 
production of “immersion foot” damage ninety · ix rs 
national health. From 1903 to 1913 I was engaged in the prac- by : — 
tice of industrial medicine and surgery in the Pittsburgh area. 
As chief surgeon to several large industrial concerns it was my 
duty to conserve as many working days as possible for 
employees. In the years 1903 to 1908 the mortality rate from 
typhoid ranged from 150 to 180 per 100,000; the morbidity 
rate was alarming. Investigation of the source of infection 
revealed pollution of all water supplies. Where political bosses’ . ; ‘ : 
contractors were supposed to be supplying the city with water . et — gy ve penton 
— 
—— —— after iliac or femoral artery occlusion. Refrigeration was the 
ing station source of supply was pumping sewage water into the 
Highland Park reservoir. The result of this investigation was 
given to the Pittsburgh papers. I then wrote an article, The 
Responsibilities of Municipalities in the Ohio Valley for Epi- 
demics of Typhoid” (J. A. M. A. $1: 1496 [Oct. 31] 1908) which — 
was followed by action of the municipalities and eventunliy 1945; Clinics 1946). The best preser- 
resulted in a pure water supply for Pittsburgh and other cities. vation ty cold 1 rn — isolated — 
This, however, G4 cst (grafts, thrombotic or amputated limbs). Especially the limbs 
of health of the Commonwealth of Pennsylvania, Dr. Dixon, 
| initiated the enactment of laws which went far to correct this 
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to house a thrift shop in conjunction with its charitable activities, 
nor did the hospital property on which buildings were under . 
construction lose its taxation-exempt status. ( cdars of Lebanon 
Hospital v. Los Angeles County et al. (5 cases), 206 P. (2d) Baltimore 
915 (Calif., 1949). 
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—— Mises 
capacity was measured; bronchospirometry was performed; in the affected members; of the 16 persons, exclusive of the 
measurements of alveolar pressure-velocity relationships were male progenitor of the line, 5 exhibited the triad of arachno- 
obtained ; blood oxygen and carbon dioxide contents and capaci- dactyly. dislocated lenses and cardiac abnormalities ; 9 exhibited 
ties were measured. Cardiac studies included serial electro- only two aspects of the triad, while in the remaining 2 the 
cardiograms with complete chest leads, ballistocardiograms, diagnosis rested on the observation of a single component of the 
pneumocardiograms and intracardiac pressure-pulse recordings. triad. Some of the members were so mildly affected that 
Venous pressure and circulation times were also measured. the diagnosis would be unsuspected or in doubt were it not for 
The results of these studies are essentially in accord with those their genetic background. Ocular anomalies observed in all 
observed by other investigators of a similar group of patients. persons studied, in addition to either ectopia lentis or coloboma 
The main deviation from normal is the hyperventilation. of the lens, were abnormal zonular fibers, an iris lacking in 
Diminished arterial oxygen saturation is a function of abnor- the usual surface trabecula and crypts, deficiencies of uveal 
mally increased alveolar-artcrial gradient for oxygen and con- pigment, particularly at the periphery of the iris, and amblyopia. 
tracted lung volume, particularly complementary air. One of In several cases these were accompanied with other ocular 
these patients exhibited polycythemia as a compensatory mech- defects. The syndrome is inherited as though due to one or 
anism. Various stages of cor pulmonale, including congestive more dominant autosomal genes. Although a final decision i- 
heart failure due to increased pulmonary resistance, were not possible, the bulk of the evidence suggests that the entire 
observed. An unusual response to intravenous digoxin and the syndrome may be due to one gene only, the expression of 
lack of benefit from cytochrome C therapy are recorded. The which is greatly influenced by other genetic and possibly 
authors call attention to variations in response to exercise and environmental factors. This syndrome would quickly disappear 
similarities to functional impairment of other chronic pulmonary through natural selection unless there was a relatively high 
disease. mutation rate from normal to the gene responsible for the 
Streptomycin-Resistant Tubercle Bacilli—Howlett and ‘syndrome. The many isolated cases which have been reported 
associates call attention to the frequent emergence of strepto- are thought for the most part to represent results of this 
mycin-resistant strains of tubercle bacilli in tuberculous patients mutatiom process. 
treated with streptomycin. Interest thus far has been largely 
concentrated on variations in the daily dose, the frequency of 
administration and the total duration of streptomycin treatment. 
Little attention has been given to possible influences inherent in Hydrod 
the patient or in the tuberculous disease. The chief purpose — 
of the investigation reported here was to survey two relation- Hy pot 
ships: (1) between the incidence of streptomycin-resistant — — 
tubercle bacilli and the treatment regimen employed and (2) * 
between the incidence of streptomycin-resistant tubercle bacilli 
and the type of pulmonary tuberculosis being treated. In a Acoustic, Vestibular and Other Problems Concerning Otusclerosis and V 1 
group of 28 patients treated on a regimen of 1.8 or 2.0 Gm. Surgical, Treatment Popper's 194 
ys, resistant Id.: II. Acoustic Function Before and After Operation for 
In a group (nosclerosis. II. Ewertsen.—p. 393. 
streptomycin id.: 111. Vestibular Function Prior to and Following Operation for 
per kg. of (osclerosis. II. Rasmussen.—p. 402. 
Id.: IV. Biochemical Conditions in Patients with (ntosclerosis. 
strains even- N. Riskaer.—p. 414. 
of strepto- Id.: V. Conditions of External Auditory Meatus and Tympanic 
to forty-two Membrane in Patients with Otosclerosis. S. Selsg.—p. 420. 
who had caseation or cavity in pretreatment roentgenograms. 
In a group of 56 such patients, treated on the several regimens 
employed in this study, strains uninhibited by 10 micrograms 
of streptomycin per cubic centimeter of culture medium even- 
tually occurred in 33. In contrast, and regardless of the treat- 
ment regimen employed, strains uninhibited by 10 micrograms 
per cubic centimeter or less have occurred thus far in none 
of 31 patients who had no frankly caseous or cavernous lesions 
prior to treatment. „ Waddell. 227. 
41:253-392 (March) 1949 — 272. 
Pharmacology and Toxicology of Cornea: Contemporary C K. C. — in Case of 
Lesions Induced in Rabbits by Cholesterol Feeding.— 
Kuntz and Sulkin found that in rabbits fed cholesterol daily 
in addition to a rabbit chow hypercholesteremia and hypertension 
developed. In those fed 1 Gm. of cholesterol daily, athero- 
sclerotic lesions appeared in the aorta and other large arteries 
Progressive M 
of Case. 8 
Traumatic Choroiditis: Review of Literature and Report of 10 Cases. cells increased, a thick intimal plaque was formed. Collagenous 
P. Tower.—p. 341. fibers soon appeared in the plaque. Associated with these 
Congenital Anomalies.—I.utman and Neel present the pedi- fibers were some fibroblasts. The late lesion included a large 
gree of a family of 40 persons, 17 of whom probably had Mar- percentage of fibrous tissue, including numerous fibroblasts. 
fan's syndrome which is characterized by arachnodactyly, lu sections the late intimal plaque exhibited stratification due 
lesions were United to the 
cells. Early atherosclerotic lesions were limited to the intira ; 
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over the medial condyle in 4 and bursa over the 
lateral epicondyle in 1. Needling and injection of procaine 
hydrochloride or excision may be curative; the more 
conservative means should be used first if the symptoms are 
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Nun 5 
many of the older lesions extended into the media. The prepatellar bursae in 2 cases, infrapatellar bursa in 1, bursae 
data support the assumption that the foam cells observed in 
atherosclerotic lesions are derived locally from the endothelium. 
The fibrous tissue is derived from connective tissue clements 
not too severe. 
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months. The dosage of the drug ranged from 150 to 600 mg. 
from one to ten months during the administration of the drug. 
The disease was not completely controlled, as indicated by 
abnormal protein-bound iodine levels in the serum in 7 of 28 
; - patients. Granulocytopenia, evidenced by polymorphonuclear 
cells ranging from 14 to 48 per cent, was found in 6 of the 40 
patients to whom the drug was given, indicating a toxic effect 
on the bone marrow in 15 per cent. Medication was not inter- 
rupted in any patient because of the granulocytopenia. The 
p. 283, initial fall of protein-bound blood iodine during the first twenty- 
Spontaneous Sacro-Iliac Obliteration in Patients with Tuberculosis. four days of treatment was not significantly greater during 
8 therapy with 600 mg. of propylthiouracil a day than with 150 
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tal complete chemically for as long as ten months. General use of 
N the drug in preparation for secondary thyroidectomy is justified. 
— — 
Immobilization of Treponema Pallidum in Vitro by Antibody Produced 
in Syphilitic Infection. R. A. Nelson Jr. and M. M. Mayer.—p. 369. 
Studies on Acute Disseminated Encephalomyelitis Produced Exper- 
imentally in Rhesus Monkeys. IV. Disseminated Encephalomyelitis 
Produced in Monkeys with Their Own Brain Tissue. FE. A. Kabat, 
A. Wolf and A. E. erer p. 395. 
Additive Effects of Certain Transforming Agents from Some Variants 
of Pneumococeus. H. E. Taylor.-p. 399. 
Electron Microscope Study of Salivary Gland Chromosomes by Replica 
Method. S. I. Palay and A. Claude p. 431. 
Type-Specific Protein from Pneumococeus. R. Austrian and C. M. 
MacLeod. p. 439. 
89:461-500 (May) 1949 
Studies on Mechanism of Shwartzman Phenomenon. I. Thomas and 
C. A. Stetson p. 461. 
Effect of Lithium Periodate on Crystalline Bovine Serum Albumin. W. 
F. Goebel and G. E. Perlmann.—p. 479. 
Mechanism of Active Cerebral Immunity to Equine Encephalomyelitis 
Virus. I. Influence of Rate of Viral Multiplication. R. W. Schies- 
inger.—p. 491. 
14. 11. Teall Antigenic Booster Effect of Challenge Inoculum. R. W. 
Schlesinger h. $07. 
Calcification within the bursa was not usually suspected until Host. ant 
its presence was revealed in the roentgenogram. One patient Differences in Natural Resistance to Infection. H. A. Schneider.—p. 
had recurrent painless swelling without any localizing signs, $29. 
and the roentgenograms revealed calcification of the bursa over ! Produced in Rabbits by Massive I of 
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New England Journal of Medicine, Bost of the workman. Conscious of the important part played 
2960:589-628 (April 14) 1949 table work in rehabilitation, certain employers have set 
Occurrence of Infection After Pulmonary Resection: Study for 
Sulfonamides and Antibiotic Agents During jobs 
Period (1942-1947). C. C. Miller and R. HM. Sweet... 
Acquired Afibrinogenemia in Pregnancy. W. C. Moloney, W s the 
and A. J. Gorman.—p. 596. 
Nitrate Methemogichbinemia. H. Marcus and J. R. Joffe.--p. 
; Streptomycin in Treatment of Salmonella Enteritis in Infants. may develop. 
F. G. Burke, K. C. Rice and others.-p. 602. is usuall L 
Surgery in Chronic Arthritis. J. G. Kuhns.—p. 605. — 1 
(Squamous-(Cell Carcinoma of Lung). Operation: Lobectomy among friends i 3s 
Coronary Thrombosis.-p. 611. special shop. Furt m 
Malkgnant Lymphoma, Reticulum-Cell-Sarcoma Type, of Testis, Stomach but the organization she 
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Rhode Island Medical Journal, Providence 
$2:121-180 (March) 1949 
E. W. — 138. 


22: 181-2 (April) 1949 


Safety in Atomic Warfare. C. F. Behrens. 195. 
Eddy III. 199. 


Surgery, Gynecology and Obstetrics, Chicago 
68:545-688 (May) 1949 
Scarpa’s, 
Colles’ Fasciae. ( $45. 
esection 


Extrahepatic Biliary System as Seen by 
: Studies. N. F. Hicken, O. B. Coray and . Franz. 

$77. 
Rationale for Surgical Treatment of Duodenal Ulcer. R. A. Griswold. 


585. 
* Mechanism Intervertebral Protrusion. F. MH. Lewey- p. 592. 
Repair of Inguinal Hernia with External Oblique Fascia: Critical 
Results. . W. Mayo and J. X. *— 
Burns. J. B. Brown, F. Dowell 


nduced 
with Dicumarol. Methylenchis (4 D 
Holden, D. : J. Shea Jr. and R. W. Ss. . 635 
Evaluation of Hexachlorophene as 
Surgical Scrub Biological Technic. J. Nungester, R. I. 


Report of 42 Cases. J. E. Fitzgerald, A. Webster 


terus 

E. p. 652. 

Plasma Substitute. F. P. Turner, B. C. Butler, 
. Seudder.p. 661. 


tation of hydrochloric acid into the lower reaches of the esopha- 
gus. A dramatic improvement followed gastric resection and 
stricture might well be a consequence of the acid-peptic digestive 
mixture in the same manner that duodental ulcer is. Two addi- 
tional patients with strictures fairly high in the esophagus were 
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335. 
Eclamptic Toxemia. F. EK. Whitacre and . R. Green.—p. 339. 


|| 
seems to suggest that the pathologic findings may be grouped 
into three classes, which differ widely in their mechanism and 
their surgical prognosis. They are: (1) The bulging disk 
xX. in fibrosus and without detachment 
; t 1 t . Material removed by incision of the 
—_ Operation for Stenosed Colostomies, E. 8. Cameron dick revealed normal cartilage lamellae. (2) The herniated 
Diabetic 8388 1 I ** Dia- disk in which traumatized disk lamellae are protruded through 
of the nucleus pulposus is the exception rather than the rule. 
Po (3) The slipped disk in which the trauma involves the carti- 
laginous epiphyseal plate and which is sometimes accompanied 
from its anchorage and permits an eccentric portion of its 
posterior circumference to slip backward. A posterior root may 
become hooked up over the protrusion. The sharp bony cdges 
of the fracture may secondarily rupture the slipped disk. An 
individual constitutional disposition may be responsible for this 
A and type of lesion. This condition is visible in the roentgenogram. 
8 igin, Trauma appears to be the only cause of herniation or slipping 
O. M. Wangensteen and N. I. Leven. p. 560. of the disk. The results of incision and dismemberment of a 
Surgical Treatment of Patent Ductus Arteriosus. W. J. Potts...p. 571. bulging disk are so poor as to suggest that in the 66 per cent 
was not the cause of the sciatic syndrome. The inference is 
that the bulging disk should not be removed unless it clearly 
involves a root. The results of simple removal of the herniated 
disk are so satisfactory that there seems to be no need for 
further improvement of the operative technic. Operation on the 
and M. P. erer. f. 609. slipped disk gives good to fair results in about one half of the 
Imperforate Anus: Case Series and Preliminary Report on One Stage persons operated on. The question is discussed under which 
Abdemineperinea! Operation. W. J. Norris, T. W. Brophy III and conditions thorough removal of the disk may be indicated and 
—— 41— when filling of the intervertebral space with bone chips or 
spinal fusion may be uscful. 
v1 
Wisconsin Medical Journal, Madison 194 
Tendon Transplants for Irreparable Radial Nerve Paralysis. C. Scuderi. 48:207-296 (March) 1949 
ae 643. Leukemia Cutis of Scalp: Report of Case Involving Treatment by 
nd J é Roentgen Rays. E. A. Pohle and J. H. Juhl.—p. 223. 
Pedhatric Allergy. W. A. Meee. v. 229. 
ME Bronchiogemic Carcinoma. K. A. Graham. b. 232. 
of Treatment in Emotional H. M. Murdock. 
Origin —Wangensteen and Leven say that a patient was “Treatment of Amebiasis Deitakey and A. Ochsner 
operated on by Wangensteen in September 1939 for a massive —p. 243. 
for which frequent esophageal dilatations had been done over iin K Therapy in Heart Disease. G. I. Baum and W. Stein. 
a period of four years. An unexpected result of this operation b. 315. 
was that dilatation of the esophageal stricture * unneces- Ve of — — in Obstetrics and Gynecology. P. F. 
sary. Three years later, the same sequence events was Schneider. . 5 a 
observed in another patient undergoing gastric resection for 2 Fracture of Manilla, amd’ Bilateral Fracture of 
gastrojejunal ulcer. This patient also had esophagitis necessi- Mandible. M. N. Federspiel.p. 325. 
tating esophageal dilatation. Therefore, when a third patient Poe — W in Treatment of Peptic I er. F. A. 
— — — Medical Care Nation in Event of Another War. J. C. Sargent. 
stricture in this instance too might be occasioned by the regurgi- III 
Vitamin E in Heart Disease.—Baum and Stein studied — 
the effect of alphatocopherol on 22 unselected ambulatory 
patients with heart disease. The patients were given the drug 
in the recommended dosage. Only 2 received vitamin E alone ; 
the remainder received other medication deemed necessary. 
. : The majority of the 22 patients showed no significant change 
persuaded to accept the same operative procedure. A sixth in body weight, arm to tongue circulation time, vital capacity or 
case concerned a boy of 17 years with a stricture of the lower hood pressure after oral administration of vitamin E in doses 
half of the esophagus. No ulcer could be demonstrated, but 200 to 600 mg. daily for periods of nine to one hundred 
the gastric acids were high. Gastric resection was followed and fifty days. The majority of the 13 patients with the anginal 
by complete relief of the difficulty in swallowing. These obser- .yndrome either showed no improvement or became worse. 
vations constitute evidence that esophagitis is a manifestation The improvement noted in a small percentage could not be 
of ulcer disease. ascribed definitely to the action of alphatocopherol. No bene- 
Mechanism of Intervertebral Disk Protrusion.—Lewey ficial effect of vitamin E could be obtained in the majority 
says that the terms hidden or bulging disk and ruptured, of the 12 patients with hypertension. No improvement could be 
herniating, protruded and slipped disk are sometimes used as if noted in 14 of 17 instances of cardiac failure. Six of these 
interchangeable. In reality, they denote different conditions. patients showed increasing congestive failure while receiving 
The author analyzes 40 cases of disk removal for sciatica. alphatocopherol. The reported benefits of administration of 
These cases represent part of a group of 169. Histologic exami- vitamin E in the treatment of patients with heart disease could 
nation of the 169 disks removed at operation and of 20 controls not be substantiated. 
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British Journal of Dermatology and Syphilis, London 
64: 113-156 (April) 1949 
Clinical Reaction of Sin to Mustard Gas Vapor. D. C. Sinclair.—p. 


113. 
Arising on Lupus Erythematosus. G. E. W. Wolstenholme. 
Case of Multiple eulen Angiomata. S. Canter.—p. 130. 
61:157-196 (May) 1949 
Dermatosis: Virus Pyodermia. T. Avlerson. 
157. 

Cun Kaposi's Varicelliform Eruption (Systemic Herpes 

with Dendritic Ulceration of Cornea. R. Varley and T. 


166. 
Fatal Case of Kaposi's Varicelliform Eruption. J. C. Spry Leverton 
and F. A. Whitlock.—p. 170. 


British Journal 


9. 
Renal Calcull. J. T. Tait.—p. 17. 
Radioscopy in Nephrolithotomy. N. J. Nicholson p. 24. 
r Calcification in Kidney. I.. N. Pyrah.—p. 27. 
Urinary Citrate Excretion in with Renal Calculi. N. S. Con- 
way, A. I. L. Maitland and J. R. Rennie. p. 30. 
British Medical London 
1:737-790 (April 30) 1949 
‘arcinoma (Rodent Ulcer), to Lesions 
on Neck, Trunk and Limbs. Wakeley and P. Childs.—p. 737. 
yein T of T in Child- 
hood. R. Mel. Todd. . 741 
Some Practical Tuberculosis in Childhood. F. M. B. Allen. 


—p. 747. 
*Effect of Endecrines on Fibro-Adenosis. M. J. B. Atkins.—p. 750. 
*Curare-Modified Electric Convulsion Therapy in Cases with Physical 
Disease. P. D. W. Shepherd and D. C. Watt.—p. 752. 


1:719-762 (April 30) 1949 
W. A. Lister.-p. 719. 
G 721 , 
Curare-Like Action of Tri-(Diethylaminoethoxy)-Benzene Tricthy iodide. 
„„ W. Mushin, R. Wien, D. F. J. Mason and G. T. Langston. 
- * 
Streptomycin im Non-Tuberculous Infections. P. II. Buxton, Kesemary 
D. Simon and F. R. Selle. p. 729. 
i Observations on Renal Blood Flow. D. A. K. Black and 
During Blood Transfusion. G. B. Doyle and 
Frodsham. p. 735. 
0 tosis in Three Families and in a Woman. R. D. Lawrence. 


present the results to August 1948, when 67 patients had been 


treptomycin penici and 
drugs. It was found that relatively large doses 


1 androgen preparations were given by mouth, by injection, by 
cases androgen therapy caused temporary improvement in the 
symptoms of fibroadenosis, but the author believes that the 
effect is not sufficient to encourage its use in this condition. 
Curare-Modified Electric Convulsion Therapy.—Shep- 
herd and Watt report the results obtained in 80 patients 
whose physical condition rendered them unsuitable for ordinary 
electric convulsion therapy, but in whom this treatment, modified 
by curare, was used. This group included 20 patients with 
skeletal disease (many of whom had old fractures of the spine). 
17 patients with cardiovascular disease, 4 with pulmonary 
tuberculosis and others who were extremely frail or senile. 
The authors used d-tubocurarine chloride to modify the con- 
vulsion. This was mixed with thiopental sodium and atropine, 
— 
pental sodium was given to avoid apprehension and the 
unpleasant sensation of curarization and to facilitate artificial 
Pe of Urology, London respiration. Atropine was employed to maintain a clear airway. 
21:1-100 (March) 1949 In the patients susceptible to bone injury the advantages of 
Etiologic and Therapeutic Experiences Concerning Kidney and Ureteric diminishing the muscular contractions are obvious. Patients with 
hypertension are given curare because by diminishing the power 
of the muscular contractions the blood pressure is less affected 
than during an unmodified fit. It has also been shown in 
experiments that curare has a direct effect on the smooth 
muscle of blood vessels and tends therefore to reduce the blood 
pressure. In patients with congestive heart failure the strain 
on the circulation, and particularly the heart, is lessened. A 
suitable oxygen resuscitation apparatus must be available before 
this treatment is begun. 
Edinburgh Medical Journal 
56:1-40 (Jan.) 1949 
141 Judigment in Cardiology. R. W. D. Turner.—p. 1. 
49 Treatment of Carcinoma of Rectum with Special Reference to Preserva- 
tion of Sphincter Mechanism. R. Mailer p. 13. 
Streptomycin in Tuberculous Bronchopneumonia.— T odd ournal 
reviews observations on 8 children from 5 months to 12 years J n — London 
of age, who were treated with streptomycin for tuberculous ‘ 30 (April) 1 . Partial Index 
bronchopneumonia. This condition may simulate other types and Atte, L. 
bronchopneumonia, the main clinical differences being the insidi- W. Jongkees and J. Hulk.—p. 225. * a 
ous onset, steady progress of symptoms, increasing pallor, Case of Osteomyelitis of Superior Manila Treated with Penicillin. T. 
flabbiness and weakness, and the progressive character of the M. Banham. p. 233. 
abnormal pulmonary signs in tuberculous bronchopneumonia. A Case of Accstesry Sinus Tuberculosis. W. G. R. Hore and W. Kirchen 
history of contact and the isolation of Mycobacterium tubercu- ne 
losis are important factors in the diagnosis. The streptomycin Lancet, London 
was given in the form of the hydrochloride. The dosage was 
0.02 Gm. per pound of body weight every twenty-four hours, 
intramuscularly. The drug was dissolved in distilled water 
and was given in divided doses every six hours. This regimen 
was continued for tweive to twenty-two weeks. Three patients 
showed evidence of sensitivity to streptomycin. Two of the 8 
patients have died, but even these survived for twelve werks 
and nine and one-half months, respectively, after the start of 
streptomycin therapy. The 5 patients making good progress 
have survived sixteen, fifteen, ten, cight and four months after 
cessation of streptomycin therapy. Gain in weight and radiologic 
improvement in the lung fields are the two most valuable means p. 736, 
of assessing progress. In I child tuberculous meningitis devel- © Streptomycin in Nontuberculous Infections.—In Janu- 
oped during treatment, and the organism became resistant to ary 1947 the Middlesex Hospital was invited to form one of 
| streptomycin. Of the 8 patients with proved tuberculous the centers for investigating the value of streptomycin in the 
| bronchopneumonia treated during the two years preceding treatment of nontuberculous infections. Buxton and associates 
| the streptomycin trial, 7 died within four weeks after ha- : 
pitalization. treated. These include 44 with urinary infection, chiefly by 
Effect of Endocrine Substances on Fibroadenosis.— Pseudomonas aeruginosa and Escherichia coli; 14 with wound 
Atkins says that a clinic for investigation and treatment of infection, mainly by Staphylococcus albus and 9 with miscel- 
the painful nodular breast was established at Cuys Hospital lancous infections. Streptomycin was given only to patients in 
in 1937. The author attempted to investigate the effect of whom the infecting organism had been proved in vitro to be 
endocrine preparations on the disease called fiibroadenosis, which sensitive 2 
is defined as “a painful or nodular condition of the breast not sulfonamide of 
due to new growth, bacterial inflammation or fat necrosis.” streptomycin limited to a four day course in urinary infections 
Thirty-three patients were given estrogen therapy. It was found due to a susceptible organism are likely to cure about a third 
that the estrogens are harmful if given in doses large enough of the patients, provided there is no mechanical obstruction to 
to be effective, and that the larger the dose the more harmful drainage that is producing an inaccessible nidus of infection. 
is the effect. Histologically the fibroblastic reaction, the Any organisms still present after seventy-two hours showed 
epitheliosis and the adenosis all tended to increase. Various greatly reduced sensitivity to streptomycin. It was therefore 
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1:433-476 (April 2) 1949 


Bansi.—p. 


Break-Down and Build-Up as Metabolic Problems. IH. W. 
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358 
Lesion of Brachial Plexus: Paralysis of “Full Pack” in Military 
— 
*Prevention of Fractures During Electroshock Therapy by Means of 
Famhal Lumby Sacral Syringomyelia and Significance of Developmental ans : 
Post-Mortem Blood Sugar. J. I. Tonge and J. S. Wannan p. 439. 409. 
Criminal Responsibility in Incipient Psychosis. F. M. G. Prendergast. Ultrasonic Waves in Medicine. V. Buchtala.—p. 412. 
p. 447. 
Treatment of Neurosyphilis, I.. R. Cox.—p. 449. Mesantoin® to Prevent Fractures During Electroshock 
Recent Advances in 1 — Used for Electroconvulsant Therapy and Therapy.—Plattner says that in 500 — 
Flectronarcesi«. I. Wilson.—p. 451. women. electroshock thera given 
(iold Therapy in Rheumatoid Arthritis. I. J. A. Fart. p. 453. f 
Human Toxoplasmosis, with Report of Case. A. R. Edmonds.- ractures. $s group 
Aortitis Caused by Congenital Syphilis. C. Engel p. 458. three complete shock 
Some Observations on Recent Advances in Thoracic Surger 18.5 per cent of the 
Sutherland p. 459. 
injuries required 
cent of the men and in 
of Medicine, 
42:115-200 (March) 19%. Partial Index of the neck of the 
Anesthesia for Thyroid Surgery. S. Rowbotham.—p. 115. of the shoulder and 
Dental Sepsis and Chronic Rheumatiom. G. D. Kersley.p. 151 vetrebral fractures, 
Fibrositis in Muscles of Mastication. J. W. E. Snawdon.—>p. 1 the of t 
Review of Treatment of Tuberculous Meningitis with Streptomyci to the continuation 
Cairns and Margaret — mesantoin,® (3-methy! 
(iross Morbid Anatomy “entral Nervous System Cases of fractures Beginning 
culous Meningitis Treated with Streptomycin. P. M. Daniel twice daily the 
Surgical Anatomy of Ischiorectal Space: President's Address. we 
Morgan.—p. 189. a week in 
to six to eight tablet 
* ? 1 — 
201-2 (April) 19%. Partial Index 
Section of Experimental Medicine and Therapeutics: Place of days on which 
mental Method in Medicine. G. W. Pickering p. 229. red in 130 
Dental Caries in Norwegian Children During and After the Last deen 
War: Preliminary Report. G. Toverud. p. 249. electric shock therapy. 


115 15 


RE 


BOOK NOTICES 


10 


iit 


— 


V 


* 


Beok Netices 
K. Burch, M... 
University School of 


om „„ 


BOOK 


bundle branch block and only the Wilson block may be leit 
bundle branch block.” 
The booklet fails to reflect the progress of electrocardi- 


17 

: 
; 
i 


experience. 
One questions the validity of making a diagnosis of pancreatic 
determination of 1 


diseases by means of i serum lipase and serum 


’ estinal field. 
As a whole, the book is well written, in simple, understandable 
language, and is to be highly recommended to both students 
and practitioners. 


NOTICES 


from 1876 to 1940 shows a decrease in the 


— 


~~ 


more than 300 per 100,000 in 1876 to less than 150 per 100,000 | 
in 1914. There was then a sharp rise in the mortality rate to 


more than 250 per 100,000 in 1919. By 1924 the rate was again 
decrease to within 


i rise 
mortality rate during World War Il. However, the death 
in 


rate now is apparently decreasing in a manner similar to that 
after World War I. The author has also shown graphically 
how in 1936 the mortality rate in Germany reached its height 
in the age group of approximately 65 years. After the age 
of about 30 years, rates among men were definitely higher 
than among women. At the age of 65 years the rate was 
almost 120 per 100,000 for men and less than 90 for women. 
is presented in considerable detail 

with reference to diagnosis and treatment. Chemotherapy, includ- 
therapy, collapse therapy and other usual 

are discussed at some length. The hook contains 

31 illustrations, mostly roentgenograms, six tables, a reference 


HE 
823 55 
71771 
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17 
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300 88 
The danger of atelectasis resulting in contraction of the involved 
part or bronchiectasis is emphasized. A large number of roent- 
genograms illustrate various stages in the evolution of primary 

ography made during the past fifteen years. This includes the tuberculosis and its complications. 

important work on chest leads in the German literature pub- Acute, fatal forms of tuberculosis, dependent on the primary 

lished by F. Groedel and by M. Holzmann before World War If. type of the disease for their development, such as meningitis 

It is revealing that G. Thieme, one of the outstanding pub- and miliary tuberculosis, are fully discussed. Once primary 

lis the time when German medical tuberculosis is established, all the other possibilities are pre- 

w s such a totally inadequate sented, including the reinfection chronic forms of the disease. 

hn Under chemotherapy, various preparations are mentioned, but 

_ the sulfones and streptomycin are not discussed. Tuberculin 

| 8 aner eren therapy is given some consideration. All of the usual forms 
der Universitits-Fravenklinik Ga. of treatment, such as collapse therapy, are presented. 

, 15.60 marks. Pp. 287, with 281 About 20 pages are devoted to tuberculosis of the cervical 

idenstrasse 47, Stuttgart-O. 1948. and abdominal regions, with particular reference to involvement 

of the lymph nodes. This section is well illustrated and contains 

$ important points in diagnosis and treatment. The section on 

tuberculosis of the bones and joints consists of 86 pages and 

mechamsm of norma a ; S operations, is profusely illustrated. The last chapter is limited to tubercu- 

breech extraction, version, embryotomy, treatment of lacerations, losis of the skin. This volume contains 209 illustrations and 

operations for enlarging the birth canal, such as espisiotomy, has a good index. 

cervical incisions, metreurysis, symphysiotomy, abdominal 

cesarean section, delivery of twins, treatment of prolapse of Die Lungentuberkulese: Eline Elafihreng. Vou br. habil. Wilhelm 

the cord, and arms, conduct of cases of placenta praevia, BAe - 

manual removal of the placenta, treatment of abortion and 41 iustrations. Springer-Verlag OHG, Jebensstrasse 1, Berlin-Char- 

uterine tamponade, and operations to interrupt pregnancy and  lottenburg 2, 1948. 

produce sterilization. Most of the 281 illustrations appear in This volume of only 138 pages contains a great deal of valu- | 

the authors two volume “Lehrbuch der Geburtshilfe,” but they able information. A tuberculosis mortality graph for Prussia 

are excellent and highly instructive. The illustration of the Ir mortality rate from | 
breech hook should be omitted because it is dangerous. Like- 

he deleted for the same reason. Twenty pages and 27 illustra- 

tions are devoted to destructive operations, which is a dispro- 

portionately large amount of space and illustrations. In spite 85 Au * v 1 

of these minor criticisms, the book is decidedly worth while began the mortality rate had reached its prewar level, and it | | 

because it was written by one of the leading obstetricians in continued downward at the same rate as prior to the war 194 

Germany who demonstrates his extensive experience through ; 

out the book. It is highly recommended for those who can read 

German. 

Management of Common Gastre-iatestinal Diseases. Edited by 
Themas A. Johnson. The American Practitioner Series. Fabrikoid. 
Price, $7. Pp. 280, with 16 iMustrations. J. B. Lippincott Co., 227- 
231 . 6th St. Philadelphia 5, 1948. 

The editor has selected capable gastroenterologists to write 
the chapters assigned to them. Unfortunately, some of the 
chapters, particularly that regarding the therapy of peptic ulcer, 
include material not substantiated by long-continued clinical 
amylase only. Too much emphasis is apparently placed on the 
blood levels of serum lipase and amylase in the diagnosis of 
diseases of the pancreas. list and a good index. 

Disease of the extrahepatic biliary passages is one of the 8 3 8 ‘ oa 
most common digestive complaints, but is noteworthy by absence Neonatal + A Survey acidence, Etiology. 
of consideration in this book. This statement is made in spite Peters of We kurt) Dave of Lite. 
of the fact that the editor states in his preface that no attempt potter, M b., Tn. ., Associate Professor in the Department of Obstetrics 

and Gynecology, the University of Chicago, and Fred L. Adair, M.D. 
Second edition. Cloth. Price, $3.75. Pp. 173, with 38 Mlustrations. 
University of Chicago Press, 58th St. & Ellis Ave, Chicago 37, 1949. 
originally in 1939. Dr. Potter and Dr. Adair have entered a 
AR field neglected by most authors and not at all well covered 

habil. Reiner W. Mahler und Dr. Maria Birkenfeld. Boards. Pp. 340, 

with 209 illustrations, Georg Thieme, Diemershaldenstrasse 47, Stuttgart- 

1948, 

This book of 340 pages is devoted entirely to tuberculosis 
among children. In the introduction, attention is called to the 
high incidence of tuberculosis in Europe. The author does not 
regard congenital tuberculosis as an important problem. Under influence 
the heading of diagnostic aids, considerable importance is placed the baby in the neonatal period. 
on the tuberculin test and the demonstration of tubercle bacilli. 

The discussion of primary tuberculosis includes the primary 

complex, with considerable emphasis on involvement of the 

bronchial lymph nodes. It is pointed out that evidence of 
disease seen in the parenchyma from the roentgen shadow it Dr 
casts may be due to parenchymal inflammations or to atelectasis. not too well known or understood. 
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